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383. Frozen Precooked Foods 

B. E. Procror and A. W. PHILLips. American Journal 
of Public Health [Amer. J. publ. Hlth] 38, 44-49, Jan., 
1948. 4 figs., 1 ref. 


During the past 10 years there has been a great increase 
in the preparation of frozen pre-cooked foods. The 
reasons for this were the abnormal shortage of food and 
the high prices prevailing during the war years; many 
people were thus encouraged to enter this commercial 
field. Unfortunately many of the firms had neither the 
knowledge nor the equipment to carry out the prepara- 
tion in a really efficient manner. The majority of 
commercial firms undertaking this work are now adopt- 
ing a different attitude and are applying their experience 
in an endeavour to produce products of high quality. 

In order to obtain reliable information on the condi- 
tion of these products, a microbiological survey was made 
of all the commercially prepared frozen pre-cooked 
foods available in New England markets. Over 100 
types of such products were investigated. The bacterial 
counts of the products examined varied widely, some food 
having plate counts of less than 50,000 per g. and a few 
having plate counts in excess of 1,000,000 per g. Direct 
microscopical examinations were also made. This direct 
method generally gave higher counts and had the 
advantage of making the results available within a few 
minutes, thus serving as a control during the process of 
manufacture. Pastry products had the lowest bacterial 
populations. The highest counts were found in creamed 
fish products, and many had coliform plate counts in 
excess of 100 per g. Other products with high counts 
were poultry and creamed meat. In the latter the 
predominant types of organisms were Micrococcus spp., 
whereas the fish products had a preponderance of Flavo- 
bacterium spp. Many of the products examined also 
showed the presence of large numbers ‘of Sarcina, 
Achromobacter spp., and Staphylococcus spp. 

Experiments were undertaken by means of plate counts 
on the death rates of the microbiological populations of 
some frozen pre-cooked foods when stored at 0° F. 
(—17:7° C.). The counts decreased appreciably during 
the first few months, yet some products stored over 
periods of 30 months were not completely sterile. Certain 
of the pre-cooked foods were experimentally inoculated 
with cultures of food-poisoning strains of Staphylocaccus 
aureus, «-Streptococcus, and Salmonella enteritidis, 
frozen, and stored at a temperature of 0° F. In many of 
the products at least 10% of the inoculated organisms 
Survived storage at 0° F. for periods of 6 months. 
Further investigations indicated that bacterial pathogens 
of these types in frozen pre-cooked foods can increase 


in numbers after storage at defrosting temperatures of 
30° to 37° C. for 6to 8 hours. This fact emphasizes the 
need for proper storage of such foods both in normal 
distribution channels and in the consumers’ hands. The 
authors draw attention to the common practice of dis- 
playing these foods in retail shops in the thawed state; 
health authorities should do everything in their power to 
obviate such potentially dangerous conditions. It is 
essential that these pre-cooked frozen foods should so 
far as possible be kept in the frozen state until use. 

The lack of microbiological standards for pre-cooked 
frozen products is mentioned, and the authors state that 
such standards should be set for each individual product. 
These would form a useful guide to manufacturers and 
serve as a control to health authorities. 

H. C. Maurice Williams 


384. Influenza A in a Vaccinated Population 

M. M. Sicet, F. W. SHAFFER, M. W. Kirper, A. B. 
LicuTt, and W. HENLE. Journal of the American Medical 
Association [J. Amer. med. Ass.] 136, 437-441, Feb. 14, 
1948. 2 figs., 35 refs. 


The development of vaccines prepared from allantoic 
fluid infected with influenza virus has led to the demon- 
stration of protective effects by such preparations, but 
reservations have had to be made because of proved 
antigenic differences between various strains of influenza 
viruses of either type A or type B. 

Experience during an outbreak of influenza A in 
March, 1947, emphasized problems presented by these 
strain differences both in diagnosis and in prevention of 
the disease. An epidemic of 278 cases among 521 
students occurred in a school for boys in New Jersey; 
183 were admitted to the infirmary and 95 were not ill 
enough to require admission. The epidemic showed the 
typically rapid rise and fall. In December, 1946, 88% 
of the students were vaccinated with a commercial 
influenza vaccine of combined types A and B. Of the 
vaccinated, 54° were affected either moderately (36%) 
or mildly (18%), whereas 49% of the small group who 
were not vaccinated became ill. There was, therefore, 
no significant difference in susceptibility between the 
vaccinated and non-vaccinated; nor were any differences 
observed in the symptoms and signs. The aetiology of 
the epidemic was established by the isolation of the virus 
and by serological means. The diagnostic value of 
various serological tests is discussed. The inhibition of 
haemagglutination is a relatively simple and effective 
test so long as the strain of the virus causing the infection 
is antigenically closely related to the test virus, and the 
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antibody level in the acute serum fairly low. This rela- 
tive strain specificity constitutes a distinct drawback to the 
routine use of the haemagglutination inhibition test, and 
complement-fixation tests should also be performed in 
order to secure reliable and complete information in 
epidemics. 

Two points in the epidemic require particular notice: 
(1) the epidemic occurred 3 months after vaccination, 
and (2) the epidemic strain of virus was notably different 
from strains in the vaccine. It is necessary to aim at 
prolongation of the immune response and increased 
cross protection. First, an attempt may be made to 
obtain higher antibody titres against the strains included 
in the vaccine by: (a) immunization in the early days 
after the onset of an epidemic elsewhere in the country; 
(6) use of more concentrated vaccines; and (c) use of 
adjuvants to increase antibody levels and their per- 
sistence. A second general approach may be found in 
the use of different strains of virus for the vaccine; 
a systematic search for strains of influenza virus with 
broader specificity seems indicated and, since it appears 
that major epidemics are often preceded by localized 
outbreaks, the isolation of strains of influenza virus in 
pre-epidemic outbreaks and the inclusion of such strains 
in the vaccine will be of value if the subsequent epidemic 
should be caused by a similar strain. A. Trevor Jones 


385. Prophylactic Use of Influenza Virus Vaccine. An 
Instance of Inadequate Protection Against Influenza A 

A. C. VAN RAVENSWAAY. Journal of the American 
Medical Association [J. Amer. med. Ass.] 136, 435-437, 
Feb. 14, 1948. 5 refs. e 


An outbreak of influenza in a military cadet school at 
Boonville, Mo., is described. Of 527 cadets 237 had 
received | ml. of influenza virus vaccine on Dec. 18, 1946. 
The outbreak appeared on Feb. 15, 1947, reached its 
peak on Feb. 24, and ended on March 1. The incidence 
of attack was 20-2% in the immunized group, and 27-8% 
in the non-immunized. There was no significant 
difference in average duration of fever. Samples of 
blood from immunized and non-immunized, titrated 
against living strains of influenza A and B virus, estab- 
lished the cause as A virus and also provided evidence 
that the vaccine was potent. The antibody titres in the 
convalescent serums from the non-immunized did not 
exceed the values in initial specimens from the immunized, 
hence circulating antibodies were produced as effectively 
by the vaccine as the disease. The most likely explana- 
tion of the failure of vaccination was thought in part to 
be the antigenic differences between infecting strains of 
virus and those composing the vaccine. The author 
concludes that the reduction in incidence is insufficient 
to justify the procedure, but the report is made, not to 
deny the value of prophylactic use of influenza virus 
vaccine, but to indicate the need for further study. 

Reference is made in an addendum to other reports 
which show that the strain of influenza A during the 
winter of 1946-7 was antigenically unlike those contained 
in the influenza virus vaccine available at that time. 
Vaccine now available contains this strain, designated 
as FM-l. A, Trevor Jones 
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_ deaths occurred in houses where there were 2 or mor 


386. The Spread of Tuberculosis in an Irish Town, 4 
Study of Slow-motion Contagion 

J. Deeny. Journal of the Medical Association of Ein 
[J. med. Ass. Eire] 21, 82-94, Dec., 1947. 5 figs., 5 ref 


_ The investigation reported here was carried out in, 
manufacturing town in Northern Ireland with a Popul. 
tion of 15,000. The population was predoming 
industrial, employed in factories in one industry. Car, 
ful study was made of certain features of each 
from tuberculosis occurring in the period 191944 
The deaths numbered 498. Analysis showed that the 
disease did not affect any one occupational group mor 
than another, nor was it confined to certain processes, 
Unemployment and malnutrition were not found to fy 
linking factors [the author does not state how he assegseq 
these factors from the limited information available 
There was a strong tendency for the disease to cay 
deaths in certain families; such deaths were closely 
related as regards time. Almost one-third of all th 


deaths. Most information on the manner of spread of 
the disease in the town was obtained from “ pin-pointing” 
or marking the 498 deaths on an ordnance survey map, 
It was found that many deaths were related in time and 
proximity, and they could be grouped into small out 
breaks affecting limited areas and extending in their 
effects through a number of years. In 545 groups of 
four adjoining houses there were no deaths: in 174 such 
groups there was | death in each group; in 80 groups 
2 deaths had occurred, and in 24 groups 3 or mor 
deaths. The author draws the obvious deductions a 
regards risks to adolescents living in proximity to open 
cases, and stresses that patients should be isolated ona 
priority basis of their potential ability to affect others in 
susceptible age groups. M. Daniels 


387. BCG Vaccination in all Age Groups. Methods 
and Results of a Strictly Controlled Study 

S. R. ROSENTHAL, E. I. Leste, and E. 
Journal of the American Medical Association [J. Amer. 
med, Ass.] 136, 73-79, Jan. 10, 1948. 28 refs. 


The results are recorded of an experiment begun 13 
years ago in Chicago to assess the value of B.CG. 
vaccine. The experiment included surveys of adults 
more than usually exposed to tuberculosis and of new 
born children; this report deals mainly with the results 
obtained in the latter. There were two groups of 
children, those with tuberculous parents and those not 
exposed to tuberculosis in the home. In the former 
group the infants were returned immediately to their 
homes unless examination of the parents’ sputum showed 
tubercle bacilli. Otherwise they were isolated from 6 
12 weeks; those who were not vaccinated were similarly 
isolated. In the group of children born of healthy 
parents, vaccinated infants and the controls were returned 
to their homes immediately. 

Among those exposed to tuberculosis in the home there 
were 2 cases of tuberculosis in the test group (151 child- 
ren), and 1 of these required hospital treatment before 
he recovered. In the control group (105 children) 5 
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contracted tuberculosis; all of these required hospital 
treatment and 4 of them died. Among those not exposed 
to tuberculosis in the home there were in the vaccinated 
group of 1,417 children 11 who developed evidence of 
tuberculosis, including radiographical evidence, and 1 
died after treatment in hospital. In the control group 
of 1,414 children 39 developed evidence of tuberculosis, 
including radiographical evidence, 15 required treatment 
in hospital, and 7 died. In no instance did tuberculosis 
appear in a vaccinated child before the age of 14 years; 
there were 9 such cases (3 deaths) among the controls. 
The authors describe briefly the results obtained in 
adults. Among 142 vaccinated nurses who worked in a 
tuberculosis hospital none developed pulmonary tuber- 
culosis. Among 199 nurses who were not allowed to 
work in the tuberculosis hospital 3 developed pulmonary 
tuberculosis. In 109 medical students vaccinated with 
B.C.G. there were no cases of pulmonary tuberculosis. 
Four cases were reported from a non-vaccinated group 
(number not stated). Some of the final data relating to 
the experiments in adults are not yet complete and the 
experiment will be described in more detail later. 
Scott Thomson 


388. Dog, Fox, and Cattle Rabies in New York State. 
Evaluation of Vaccination in Dogs 

R. F. Korns and A. Zetssic. American Journal of Public 
Health [Amer. J. publ. Hlth] 38, 50-65, Jan., 1948. 
11 figs., 6 refs. 


Rabies has been prevalent in New York State for many 
years. Since 1945 there has been a great increase in the 
incidence of the disease in cattle and foxes. In 1946 
the number of dogs infected numbered 377, cattle 440, 
and foxes 308. In the first 9 months of 1947 the number 
of cases in dogs had declined to 40, in cattle to 167, and 
in foxes to 218. The authors believe that this drop in 
canine infection is due to the extensive anti-rabies vaccina- 
tion and control programmes carried out in the various 
counties of the State as a prophylactic measure. 

During the past 5 years, 2,801 cases of rabies have 
been reported in New York State. All of these, with the 
exception of 32, were diagnosed by the finding of Negri 
bodies in the brain or by mouse inoculation. The 
authors discount the generally accepted association of an 
increased incidence of the disease with hot weather. 
Between 1927 and 1946 the highest monthly incidence 
occurred during the months of March, April, and May, 
and the lowest during the hot months of the year—August 
and September. During the 8-year period 1939-46, 
800 individuals were bitten by known rabid animals— 
781 received vaccine treatment and none developed 
rabies; in the remaining 19, who were not vaccinated, 
2 cases occurred. 

Before 1945 the control of rabies was mainly directed 
towards the dogs’ movements within particular towns. 
The unit area of control is now the county. The aim in 
county areas is to vaccinate at least 70% of the known 
dog population. When this figure is reached, movement 
of dogs is not restricted within that particular area. 
Centres for free vaccination have been set up in 24 
counties of the State, but owners are also encouraged to 
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have dogs vaccinated by private veterinary officers. In 
1947 a new section was added to the New York Public 


. Health Law, which allows the compulsory vaccination 


of all dogs in counties where rabies exists. Thus far, 
only two counties have availed themselves of this pro- 
vision, as it has been felt by the remainder that voluntary 
programmes have generally been successful. State 
financial grants, amounting to 50% of the total cost, are 
available. A further plan of control of rabies on a 
county basis is to create a buffer zone of immunized dogs 
around the infected area. The decline in the incidence 
of rabies after completion of an immunization programme 
has been striking. The highest incidence of rabies in 
foxes and cattle was found in the central part of the 
State. The attack rate in non-vaccinated dogs was found 
to be 15-8 times that in vaccinated dogs. An educational 
programme to supplement other control measures was 
of great value, as was the employment of a senior veteri- 
nary officer by the State to promote and supervise the 
work. 

Experience indicates that rabies in cattle has been 
caused by the bites of rabid foxes; an extensive trapping 
programme has been initiated in an attempt to curtail 
the spread of infection. It has been fairly easy to destroy 
the first 25% of the fox population, but, after this, trapping 
becomes less successful, because the foxes seem to avoid 
the traps. Cattle have also been vaccinated to some 


extent, but the scheme has been so limited in its applica- 
tion that the authors are unable to assess its value. The 
cost entailed in carrying out the work of vaccinating ~ 
H. C. Maurice Williams 


cattle is considerable. 


389. The Relation of the Oil Treatment of Floors and 
Bedding to the Control of Respiratory Diseases Among 
Naval Personnel 

I. L. SHECHMEISTER and F. S. GREENSPAN. American 
Journal of Hygiene [Amer, J. Hyg.] 46, 376-407, Nov., 
1947. 12 figs., 13 refs. 


The authors used a non-ionic oil base with which was 
mixed a solution of “* roccal”’, a quaternary ammonium 
compound (alkyl-3-dimethyl-benzyl ammonium chloride). 
The resultant emulsion is germicidal, stable, odourless, 
non-irritating to the skin, and cationic and thus readily 
adsorbed by textiles, which are negatively charged. It 
is also cheap and can be readily applied to both floors 
and blankets. Four alternative formulae are given for 
suitable oil bases, with test data. An apparatus, which 
the authors call a “* portable field device ’’ was designed, 
by means of which the bacterial content of any piece of 
textile can be estimated. 

The practical application of this oil-roccal emulsion 
was studied during a 13-month period at the Radio 
Material School, Treasure Island, San Francisco, where 
there were 3,267 men living in the ‘* experimental ”’ side 
of the barracks and 3,204 in the “ control”’ side. The 
decks in the experimental barracks were treated as 
follows: (1) Free dirt and polish were washed off with 
soap and water. (2) The floors when dry were swabbed 
with 20% oil—water-roccal emulsion 5 ml. per square 
foot (0-09 square metres). (3) Applications were 
repeated weekly for 3 weeks, thereafter fortnightly. 
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(4) Dry sweeping was carried out between the applica- 
tions. Dust samples from the floors were obtained by 
ordinary sweeping. The bacterial content was deter- 
mined by plating 1 ml. of normal saline suspension of 
0-01 g. of dust on to a blood-agar plate containing 
1 in 250,000 gentian violet. After 24 hours’ incubation 
at 37°C. a count was made of characteristic colonies 
showing f-haemolysis. Roccal was unnecessary in the 
oil treatment of flooring, plain emulsion being equally 
effective. Although the amount of dust was con- 
siderably less in rooms with oiled floors, the numbers of 
B-haemolytic streptococci present in this dust were similar 
_ to those found in dust from untreated rooms. Only 5% 
of the isolated strains were of Group A. 


The blankets belonging to the experimental grou 
treated as follows. (1) They were laundered and then 
rinsed thoroughly to remove soap. (2) To each wheel 
containing 20 blankets, during the last water rinse, 1,500 ml. 
of oil-base was added. This was sufficient to impregnate the 
blankets with 3% by weight of oil. (3) When the emulsion 
had formed, 40% roccal solution was added—170 ml. for 
20 olive-drab or 500 ml. for 20 white blankets. After 5 to 
10 minutes of agitation the emulsion lost its opalescence and 
appeared nearly clear. (4) The blankets were hydro- 
extracted and dried in the routine hen Large numbers of 
blankets were sampled bacteriologically and compared with 


were 


similar numbers of untreated blankets, varying periods of © 


time being allowed to elapse between tests. The tabulated 
results indicate a sharp reduction in the number of bacteria 
in blankets after treatment. Treatment by oil alone or roccal 
alone was not so effective as treatment by oil-roccal emulsion. 

The simple method of using exposed plates for sampling 
air was found to be the best. Blood—agar plates were placed 
around each dormitory, exposed for 4 hours, and incubated 
at 37°C. for 24 hours. So few f-haemolytic streptococci 
were recovered from the air that it was not considered 
advisable to use them as criteria. Results show that the 
total numbers of organisms in the air fell by 22 to 63% when 
the environment was oiled. 


To determine the carrier rate for B-haemolytic strepto- 
cocci an elaborately organized routine of throat-swabbing 
was carried out, the cultures being made on blood-agar 
plates. Samples from positive plates were sent to a 
special centre for grouping and typing. In the clinical 
part of the investigation all respiratory diseases were 
noted and classified from the daily sick list and the 
dispensary admission lists. 

The following facts emerge: (1) Floor dust is not an 
important reservoir for pathogenic streptococci. The 
value of oiling lies mainly in dust control. (2) Approxi- 
mately 20% of the entire population harboured in their 
throats f-haemolytic streptococci, a large proportion of 
which were potential pathogens. (3) Inan oiled environ- 
ment the carrier rate was slightly but significantly reduced. 
(4) Oiling had no apparent effect on the incidence of 
minor respiratory complaints. (5) During periods of 
low incidence of respiratory disease, oiling seemed to 
cause a slight reduction in the number of cases. No 
such reduction was found when the general incidence of 
respiratory disease was high. T. E. Graham 


390. An Epidemic of Acute Watery Diarrhea in Alabama 
J. W. Smicur, B. F. Howitt, and G. A. DENISON. 
Public Health Reports [Publ. Hith Rep., Wash.) 63, 233- 
243, Feb. 20, 1948. 1 fig., 14 refs. 
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391. Studies in the Incidence of Cancer in a F, 
Handling Inorganic Compounds of Arsenic. I. Mortality 
Experience in the Factory. II. Clinical and Environ. 
mental Investigations 

‘A. B. Hitt, E. L. FANING, K. Perry, R. G. Bo 

H. M. BuckELL, H. A. Druett, and R. S. F. ScHILLng, 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.} 5, 1-15, Jan., 1948. 11 refs. 


The first part of this report is an analysis of deaths of 
employees in a factory making an arsenical product. 
The factory was especially suitable for investigation; jt 
was in a small county town within a specific subdistrict 
for births and deaths registration which contained no 
other factory of the same kind. Deceased factory 
employees could be identified in the death registers of the 
area. The investigation covered the period 1910-43, 
Records were found of the deaths of 75 former workers 
in the factory and of 1,412 workers in other occupations 
in the same area; 29% of the deaths in the factory workers 
were attributed to cancer, compared with 13% in other 
workers. The difference was significant, and the deduc- 
tion that arsenic was responsible was strengthened by 
an analysis of the actual occupations of the men within 
the factory. This showed that the excess of cancer in 
the factory workers was confined to those employees 
who came in direct contact with the arsenical compound; 
it was not found among other workers in the same 


factory who had no direct contact with arsenic. The . 


numbers were too small to permit firm conclusions 
about the sites of cancer, but there was a suggestion that 
skin and lungs were especially affected. 

The second part of this paper describes the manu- 
facturing process, which included the preparation and 
packing of an arsenical powder. Samples of atmo- 
spheric dust were taken by means of the cascade impactor 
and the results are tabulated. Clinical investigations were 
carried out on 31 chemical workers exposed to arsenic, 
20 maintenance men subject to substantial exposure 
during repair work, and 12 packers subject to slight 
exposure. A control group consisted of 56 workers in 
the same factory who were not directly exposed to 
arsenic. The investigation included the taking of clinical 
and occupational histories, full physical examination 
with special attention to pigmentation, warts, and 
perforation of the nasal septum, x-ray examination of the 
chest, measurement of vital capacity, and an exercise- 
tolerance test. Arsenic was estimated in a lock of hair 
and in a 24-hour sample of urine. The individual 
results are tabulated. Chemical workers had a signi- 
ficantly higher mean value of arsenic in the urine, whether 
measured as mg. per 24 hours or as percentage of volume, 
than any of the other groups. The scatter of these 
observations was, however, very wide; some chemical 
workers had low levels of arsenic and some of the con- 
trols had very high levels; for this there was no obvious 
explanation. All the exposed groups showed significantly 
higher mean values for arsenic in the hair than did the 
controls. Most of the chemical workers were grossly 
pigmented and approximately one-third had warts— 
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ysually more than one. Only a few of the controls had 
slight pigmentation and only 2 had each a single wart. 
Maintenance workers and packers were intermediate. 
One chemical worker had a perforated septum. Two 
cases were seen in which warts had become malignant 
and had then been treated with radium. No significant 
abnormal physical signs were found in the chests; in 

icular, carcinoma of the lung was not seen in any 
worker. Vital capacities and exercise tolerance tests were 
not impaired. “* Thus, while no concrete evidence was 
found to confirm the statistical evidence of the mortality 
investigation, there was circumstantial evidence to 
support these findings in the form of clinical observations 
of skin changes in all the arsenic workers.” 

L. Foulds 


‘ 392. Development of Silicotic Lesions in Workers 


Removed from Dust Contact. (L’evoluzione delle lesioni 
silicotiche negli operai allontanati dal lavoro polveroso) 
G. MONTESANO. Medicina del Lavoro [Med. d. Lavoro] 
38, 345-364, Dec., 1947. 22 figs., 5 refs. 


Nine subjects were observed, 8 of whom had spent a 
considerable time as rock drillers or in breaking up some 
kind of mineral. Some had continued and others had 
long ceased such employment. Contrary to the view 
once held, the evidence here described, both clinical and 
radiological, strongly suggests that the lung condition 
may progressively deteriorate long after exposure to 
noxious dusts has ceased. In some patients who were 
clinically and radiologically unaffected when work was 
given up marked changes were found 4 or 5 years later. 
The author considers that there is an incubation period, 
which depends on the nature of the dust and the specific 
susceptibility of the individual, but he cannot define the 
latter more exactly. In some films a pronounced 
bronchopneumonic spread was observed a few years 
after a nodular, and apparently quiescent, silicosis had 
been recorded. It would appear that the disease process, 
once begun, is little affected by the individual’s continued 
exposure Or removal to other work. For this reason it 
is not considered practicable or of any medical value to 
alternate periods of work with periods in which no 
harmful dust exposure is possible. Those persons whose 
condition is complicated by tuberculosis should be per- 
manently excluded from further exposure to dust. The 
protection of the others is to be sought in improved 
technical methods of mining and quarrying. 

G. C. Pether 


393. Silicosis in a Quartz Mine. (La silicosi in una 
cava di quarzo) 

G. MONTESANO. Medicina del Lavoro (Med. d. Lavoro] 
38, 370-384, Dec., 1947. 7 figs., 10 refs. 


In a quartz mine in which the mineral was 98°% pure 
and in which there was much small-particle dust, nearly 
a third of a total of 71 men had silicosis. In some cases 
the disease became apparent after only 3 or 4 months’ 
exposure, and, once established, was rapidly progressive. 


- The clinical findings were at first misleading and did not 
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reveal the extensive lesions already demonstrable radio- 
logically. In this mine the rock was broken up with 
compressed air drills and no special safety measures 
were in use. Most of the dust was thrown up by the 
drills or when explosives were used. Seven patients 
were submitted to detailed investigations. Their average 
period of exposure was 54 years, with a minimum of 
24 and a maximum of 9 years. In 1 the lesions were 
micronodular, in 3 nodular, in 1 nodular with a tendency 
to confluence, in 1 massive, and in 1 associated with 
tuberculosis. All the patients had respiratory symptoms 
a few years after they began their employment. Three 
years after the author first examined these 7 patients, 
5 had had to give up work and 2 had died. 
G. C. Pether 


394. A Study of the Health Hazards of the Tobacco 
Stemming and Redrying Industry 

W. E. McCormick, M. Smitu, and S. P. MARSH. Journal 
of Industrial Hygiene and Toxicology [J. industr. Hyg.] 
30, 43-52, Jan., 1948. 3 figs., 16 refs. 


Several of the operations performed in processing leaf 
tobacco are dusty. In the operation of “ stemming ”’ 
the centre stem is mechanically removed from the leaf, 
and in that of “ cleaning ”’ the final particles of leaf are 
removed from the stems. In the “* hanging-blending ”’ 
process bundles of tobacco from various piles are 
manually shaken and beaten in order to remove foreign 
matter. The dust may contain insecticides such as lead 
arsenate. Numerous analyses were made of atmo- 
spheric samples collected by means of an all-glass large 
impinger. Those from the operations of . hanging- 
blending, stemming, and cleaning had an average content 
of 5-7, 7-8, and 9-5 million particles per cubic foot, 
respectively. They contained 0-4, 0-96, and 0-9 mg., 
respectively, of lead per 10 cubic metres, and 0-06, 0-21, 
and 0-17 mg. of arsenic. The maximum quantities 
observed were 3-8 mg. of lead and 0-95 mg. of arsenic. 
per 10 cubic metres. The maximum concentration of 
lead allowed by the American Standards Association is 
1-5 mg. per 10 cubic metres, and this value was not 
infrequently exceeded, but the allowable maximum for 
arsenic was never reached. On the basis of the free 
silica contents found, the maximum allowable concen- 
tration of dust particles in the air should probably not 
exceed 10 million particles per cubic foot, but many of 
the impinger samples analysed exceeded this value to 
some extent. No information is available of the maxi- 
mum allowable concentration for nicotine. The im- 
pinger samples for hanging-blending, stemming, and 
cleaning had an average content of 0-22, 0-45, and 
0-53 mg., respectively, of nicotine per cubic metre, and 
the small amount of evidence available suggests that the 
concentrations observed did not present a significant 
health hazard. 

No physical examinations of the employees at any of 
the processing plants were made, and there is no evidence 
that the dusts were actually harmful. Many of the 
employees had been in the industry for a number of 
years. H. M. Vernon 


Cytology 


395. The Experimental Production of Goblet Cells and 
Inclusion Bodies 

E. Metrowsky, G. Benr, and S. Keys. Qvarterly 
Journal of Microscopical Science [Quart. J. micr. Sci.] 88, 
345-352, Sept., 1947. 4 figs., 25 refs. 


The development of goblet cells from normal epithelial 
cells can be induced in the cornea of rabbits and guinea- 
pigs by the following methods: multiple inoculations 
with human sera; intracorneal injection of 0-3 ml. of 
1,000 electrostatic units (e.s.u.) thorium X in sterile 
saline; rubbing in of 350 to 2,000 e.s.u. thorium X in 
varnish or ointment, or of 3-4 millicuries of radon in 
4 ml. varnish after slight scarification of the cornea; 
rubbing in of thorium X or radon in these strengths three 
times at intervals of 4 weeks, followed by injection of 
filtered human cancer material. Further methods, all of 
which precluded sliding of goblet cells from the limbus, 
included anaesthetization and careful drying of the cornea 
followed by the application of 2,000 e.s.u. thorium X or 
3-4 millicuries of radon in 3 ml. varnish, and exposure of 
the cornea to short-wave diathermy, infra-red rays, and 
the Kromayer lamp. 

Goblet cells could be induced to develop in all parts 
of the cornea, but were often localized after some of the 
treatments. Careful application of thorium X caused the 
formation of precursors of goblet cells from the second 
day and of mature goblet cells on the sixth day. The 
number of goblet cells increases during the first 4 months. 
Since they also proliferate into the substantia propria it 
was concluded that this is an active and not a degenerative 
process. In one instance goblet cells persisted for a year 
after treatment. Mucous degeneration of the outermost 
layer of the cornea had no relation to the formation of 
goblet cells. The first changes in the normal epithelial 
cells during the transformation to goblet cells included 
the development of granules, blisters, or spherical bodies 
within the nuclei. These particles increased in size and 
number by budding or splitting until the nucleus was 
completely filled with them. They were extruded ulti- 
mately into the cytoplasm as cytoplasmic inclusions. 
These inclusions are Feulgen-negative, and in later stages 
stain with eosin, Biebrich scarlet, or light green and 
eventually with mucicarmin and mucihaematin. The 
inclusions sometimes stained metachromatically with 
thionin and toluidine blue. After extrusion from the 
nucleus, the inclusions became vacuolated, enlarged and 
increased in number, and eventually gave the appearance 
of a typical goblet cell with a crescentic nucleus pressed 
to the edge. ' 

The production of secretory substances from within 
the nucleus in various kinds of cells is briefly reviewed, 
and it is suggested that “* the formation of nuclear inclu- 
sions and their extrusion into the cytoplasm is a constant 
and essential response mechanism of the cell to stimuli 
of any kind, animate or inanimate”. If such stimuli 


are viruses, these are located within the inclusions. The 
nature of any further development after the formation of 
inclusions depends upon the intrinsic properties of the 
cell. The number and size of the inclusions appear to 
depend upon the kind and degree of the stimulus. The 
greatest development of inclusions is caused by carcino. 
genic stimuli, and is especially pronounced when the 
cell is attacked by cancer. Goblet cells are occasionally 
found in the corneae of normal rabbits and guinea-pigs, 
A. K. Powell 


396. The Cytoplasmic Components of Germ-cells during 


Spermatogenesis in the Domestic Fowl 

I. ZLOTNIK. Quarterly Journal of Microscopical Science 
[Quart. J. micr. Sci.] 88, 353-365, Sept., 1947. 35 figs,, 
13 refs. 


The changes that take place in the Golgi material 
and mitochondria during spermatogenesis and nuclear 
changes during spermateleosis were studied. Very small 
pieces of testis were fixed immediately after death and 
sections were subsequently cut at 5 and 8 yw. Material 
was fixed according to the silver-nitrate methods of 
Aoyama and Da Fano for Golgi substance and sections 
were stained with Ehrlich’s haematoxylin; Kolatchev’s 
osmic acid method was also used. Material for the 
study of mitochondria was fixed in Flemming solution, 
without acetic acid, and Champy-Kull solution; sections 
were stained with acid fuchsin or Heidenhain’s iron 
haematoxylin. The acrosome and centrioles were well 
demonstrated in this material and the Golgi material 
stained. Nuclear changes were studied in Bouin-fixed 
tissue and fat was studied in formol-fixed sections stained 
with Sudan IV. 

The Golgi material of the germ-cells is localized in the 
form of rods and granules lying on the surface of the 
archoplasm. This aggregated material breaks down 
during the maturation divisions and the granules and 
rods disperse at the onset of metaphase. The dispersed 
particles congregate in the daughter cells after cell 
division at the surface of the archoplasm. After the 
acrosome is formed the Golgi material. passes to the resi- 
dual cytoplasm and is eliminated as the Golgi remnant. 
Accessory bodies are found in spermatocyte cytoplasm 
in tissue prepared by both chrome-osmium tetroxide and 
silver techniques. Only argentophile elements are 
demonstrable in the spermatids. A single argentophile 
accessory body ‘* Golgi X ”’ is present in the neck region 
of the spermatozoon. The pro-acrosome develops within 


_ the archoplasmic vacuole inside the Golgi material of the 


spermatid and gives rise to the acrosome. The conical 
acrosome occupies the anterior end of the spermatozoon 
head. As the nucleus elongates, the nuclear ring, which 
is present during the early stages of the metamorphosis 
of the spermatid, disappears. The behaviour of the 
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mitochondria throughout the various stages of spermato- 
is is described. They give rise to the mitochondrial 
sheath of the middle-piece. This sheath often has a 
spiral structure. The continuous elongation of the 
transforming nucleus without corresponding changes 
in the cytoplasm results invariably in a coiled stage. 
The spermatozoon head is elongated and worm-like. The 
axial filament originates from the paired centrioles. 
The proximal centriole is attached to the posterior end of 
the spermatozoon head. The annular distal centriole lies 
at the distal limit of the middle-piece. A clear zone sur- 
rounds the posterior part of the nucleus of the late 
spermatid. This clear zone may play the same part as 
does the manchette in mammalian male germ cells. 
A detailed account of the cytoplasmic components 
during avian spermatogenesis is given and the nuclear 


changes during spermateleosis are re-examined and > 


reviewed. A. K. Powell 


397. Localization of Alkaline Phosphatase in Mam- 
malian Bones 

J. LorcH. Quarterly Journal of Microscopical Science 
[Quart. J. micr. Sci.] 88, 367-382, Sept., 1947. 13 figs., 
26 refs. 


The histological and cytological distribution of alkaline 
phosphatase in rib, humerus, femur, and frontal bones is 
described. The material was taken from adult mice and 
rats, and one kitten shortly before birth and another 
newborn. Small pieces of bone fixed in 80% ethyl 
alcohol for 8 hours are brought down to distilled water 
and decalcified in large volumes of citrate—hydrochloric 
acid buffer at pH 4-5. Decalcification at low tempera- 
tures (under 10° C.) lessens destruction of phosphatase. 
The decalcified bone is well washed in tap water, then 
reactivated in 1% sodium barbitone containing 0-075% 
glycine at 37° C. for 3 to6 hours. The reactivating solu- 
tion is thoroughly removed by washing the bone in run- 
ning water for2to4hours. The tissue is then dehydrated 
and wax sections of 8-1 thickness are cut, mounted, and 
brought to distilled water. Slides are incubated at 
37° C. with modified Gomori substrate (10 ml. 2% cal- 
cium nitrate, 10 ml. 2% magnesium chloride, 10 ml. 4% 
sodium glycerophosphate and 70 ml. 1% sodium bar- 
bitone) for optimal times. After the slides are washed 
in 1% calcium nitrate they are placed in 2% cobalt nitrate, 
washed in distilled water, placed in dilute ammonium 
sulphide, washed, dehydrated, and mounted. Sites of 
phosphatase are black; other regions are colourless. 
Sections may be counterstained with eosin. Sections of 
kidney mounted side-by-side with bone sections were 
compared for phosphatase content with similar sections of 
kidney not exposed to the decalcifying fluid, in order to 
determine the degree of destruction of the enzyme by the 
reagents. The bone sections are free from pre-formed 
phosphate. 

Alkaline phosphatase was found in the endosteum, the 
inner layer of the periosteum, the Haversian canals and 
linings of vascular and marrow spaces, the nuclei of bone 
marrow and connective-tissue cells, and isolated osteo- 
cytes. Hypertrophic rodent cartilage contained phos- 


phatase in matrix and nuclei, but hypertrophic cartilage 
from kittens did not, nor did bone matrix and small- 
celled cartilage. In the endosteum and periosteum 
alkaline phosphatase was present in fibroblast nuclei and 
on collagen fibres. The osteocytes contained the enzyme 
in the cell body and its fine ramifications. Extracellular 
phosphatase was always present in regions of. active 
deposition of ground substance. Nuclear phosphatase 
is not correlated with the appearance of calcification. 
The deposition of bone-salt occurs only in the presence of 
extracellular phosphatase, but the enzyme is not restricted 
to zones of calcification. A. K. Powell 


398. Phase-contrast Microscopy: Applications to Patho- 
logical Histology and Blood Cytology. (L’examen 
microscopique par les “ contrastes de phases’’. Ses 
applications 4 l’histologie pathologique et a la cytologie 
sanguine) 
R. FetssLy and R. Quépattre. Revue d’Hématologie 
[Rev. Hémat.] 2, 411-424, 1947. 15 figs., 7 refs. 


A simple explanation of the principles of phase- 
contrast microscopy, quite the most elementary which the 
abstracter has yet seen, and well worth studying. 

G. Discombe 


399. On the Position of the Golgi-apparatus in the 
Thyroid-cell Under Normal and Experimental Conditions. 
(Preliminary Note.) 

J. Lever. Proceedings of the Koninklijke Nederlandsche 
Akademie van Wetenschappen (Proc. K. nederl. Akad. 
Wet., Amst.] 50, 1365-1369, Dec., 1947. 2 figs., 21 refs. 


Experiments were carried out with cockerels 10 to 14 
weeks old. They were kept in small cages which 
restricted their bodily movements. Each cockerel 
received a daily dose for 2 or 3 weeks of 50 mg. of 
4-methyl-2-thiouracil in each 100 g. of food. The 
cockerels were given a diet rich in carbohydrate with very 
little protein. In the thyroid epithelial cells of fattened 
cockerels there was in some cases a reversal of the Golgi 
apparatus towards the basal side of the cell. This 
reversal occurred much more often in the birds given 
methylthiouracil. In about 60% of the cells the Golgi _ 
apparatus was displaced towards the basal side of the 
nucleus. Since the food with which the cockerels had 
been fattened had a low iodine content, hormone 
synthesis was inhibited. This would .bring about a 
decrease of hormone in the blood, accompanied by a 
lowering of the basal metabolic rate in the body cells. 
The result is an increased production of thyrotrophic 
hormone by the anterior lobe of the hypophysis. The 
same process occurs after administration of thiouracil, 
because the latter inhibits the process of iodinization. 
It is therefore concluded that all cases of reversal in 
polarity of the Golgi apparatus can be explained by 
hyperactivity of the thyroid epithelial cells brought about 
by an excessive output of thyrotrophic hormone. 

R. J. Ludford 


Physiology and Biochemistry 


400. The Action of Choline and Fat on Lipide Phos- 
phorylation in the Liver 

C. Artom and W. E. Cornatzer. Journal of Bio- 
logical Chemistry [J. biol. Chem.] 171, 779-789, Dec., 
1947. 23 refs. 


Water, or choline chloride solution (30 mg. in 1 ml.), 
ot oil followed by choline chloride solution, or oil 
followed by water, was given by stomach-tube to four 
groups of rats. Five minutes after the last administra- 
tion, phosphate containing radioactive phosphorus was 
injected intraperitoneally. The animals were killed by 
decapitation some hours later, and the total lipids, 
lipid phosphorus, and radioactivity in the liver and small 
intestine were estimated. There was a marked increase 
in total radioactivity in the rats receiving both oil and 
choline. Similar results were observed in the case of the 
intestine. The authors conclude that the simultaneous 
administration of choline and fat results in a definite 
increase in the uptake of radioactive phosphorus into 
phospholipids in the liver and in the intestine. 

[As with other recent experiments in this field, these 
observations seem to emphasize the importance of other 
dietary constituents in problems of intestinal absorption.] 

A. C. Frazer 


401. Effects on Man of High Concentrations of Carbon 
Dioxide in Relation to Various Oxygen Pressures During 
Exposures as Long as 72 Hours 

W. V. ConsoLazio, M. B. FisHer, N. Pace, L. J. Pecora, 
G. C. Pitts, and A. R. BEHNKE. American Journal of 
Physiology [Amer. J. Physiol.] 151, 479-503, Dec., 1947. 
13 figs., 22 refs. 


In 6 experiments men breathed recirculated air for 
periods of 35 to 72 hours in sealed spaces of such size 
as to provide 500 cu. ft. of air volume per man. 

Exposures in atmospheres of carbon dioxide concentra- 
tions up to 5% and reduced oxygen concentrations as 
low as 12% did not seriously impair the physical con- 
dition and efficiency of the subjects as evaluated by 
biochemical, physiological, and psychological tests. 
Minor symptoms of headache, nasal congestion, and 
dryness of the throat quickly disappeared when outside 
air was breathed. 

In an atmosphere of 5% carbon dioxide and 12% 
oxygen healthy men are able to maintain an adequate 
oxygen pressure in the lungs, blood, and tissues because 
an increase in respiratory minute volume (hyperventila- 
tion) and an increase in pulse rate (circulation) prevent 
a corresponding reduction in oxygen concentration in 
lungs and blood despite the decrease in ambient oxygen 
from 21 to 12%. Consequently, in long exposures to 
atmospheres of high carbon dioxide content (5%) it is 
not necessary to maintain the oxygen concentration of 
the recirculated air at the normal value. 


Concentrations of carbon dioxide much above 5% 
are not well tolerated. This value appears to be g 
limiting level for healthy young men if exposures are 
prolonged.—[Authors’ summary.] 


402. Thyroid Gland as a Special Factor Influencing the 
Conditional Disposition to Infectious Diseases 

S. Zimanyi. Nature [Nature, Lond.] 161, 57-58, Jan. 10, 
1948. 15 refs. 


Continuing his previous work, in which the level of 
thyroxine in the blood was found to be increased in 
infections, the author observed the effect of the ad- 
ministration of thyroid gland to patients suffering from 
scarlet fever. Dried thyroid powder was given in doses of 
500 mg. daily to 283 patients, and the incidence of 
complications compared with that in an untreated series 
of 1,112 patients. Of the controls 44-6% had complica- 
tions and of the treated patients only 15%. The incidence 
for the control series and treated patients respectively 
was : cervical lymphadenitis 25-6% and 6% ; fever 13% 
and 3%; nephritis 6% and 6%. The author concludes 
that the thyroid hormone is an important factor in the 
** conditioned predisposition ”’ to infection. 

J. Yudkin 


403. Metabolism of Synthetic Oestrogens in Man 
A. E. W. SmitH. Nature [Nature, Lond.] 160, 787, 
Dec. 6, 1947. 4 refs. 


Over-dosage with synthetic oestrogens may alter the 
path of their excretion by allowing unchanged phenol to 
be excreted. Thus the metabolism of. stilboestrol 
cannot be conveniently studied by detérminations of 
ethereal sulphate or glucuronic acid. To control 
experiments on man and animals chemical separation 
methods checked by bioassay have been devised (Sahasra- 
budhe and Wilder Smith, Biochem., J., 1947, 41, 190). 
Early results show that less than 1% oestrogen is excreted 
in the free form. Magnus Haines 


404. The Rhythm of Activity of Motor Neurones. An 
Interpretative Hypothesis of the Electroencephalogram. 
[In English] 

R. MARGARIA. Archives Néerlandaises de Physiologie de 
l’Homme et des Animaux [Arch. néerl. Physiol.| 28, 399- 
407, 1947. 4 figs., 7 refs. 


To ensure limitation to one fibre of muscle in testing 
the influence of tension on neuronic impulses it is neces- 
sary to use electrodes 5 to 10 uw apart. In the human 
triceps it was found that vaciability in strength of con- 
traction is due to variation in the number of neurones 
involved, not to variation in frequency of impulse dis- 
charge. This is constant for all degrees of tension. The 
thythm of discharge may vary in different conditions 
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from 4 or 5 to 50 or 60 hertz, but is usually 10 to 15 
(a-rhythm). Application of interrupted galvanic current 
to the diencephalon cuts out the waves on the electro- 
encephalogram, first the rapid 8 waves and later the 
« waves, but spikes persist at the rate of 10 to 15; it 
is suggested that each wave is a composite one consisting 
of fused spikes, each of which represents the impulse from 
a single neurone. Hence the duration of « wave is the 
time necessary for an impulse to travel through the whole 
circuit, completing the round of the aggregate and there- 
fore being a measure of the number of units in the, active 
aggregate. Increase of the number of units in a circuit 
should cause slowing of the rhythm to the 6 form. In 
formation and activity the aggregates are controlled by 
a centre in the diencephalon which responds to stimula- 
tion from all regions of the central nervous system. 
Irregular tracings are observed in activity because there 
is increase of the excitation circuits, which interfere with 
one another. ‘ D. T. Barry 


CIRCULATORY SYSTEM 


405. Some Investigations of Erythropoiesis in Human 
Bone-marrow Cultivated in Various Media. [In English] 
C. M. PLuM. Acta Physiologica Scandinavica [Acta 
physiol. scand.] 14, 383-398, Dec. 30, 1947. 2 figs., 
8 refs. 


Cultures from human sternal marrow, 25 from normal 
and 44 from diseased subjects, were made in Locke’s 
solution, with and without the addition of: (a) folic 
acid 0-1°%, (b) liver extract 1%, (c) liver extract 1% and 
tyrosine 0-01%, (d) the subject’s own serum 1%, and 
(e) 1% serum from another individual. The author has 
claimed (Blood, 1947, Supplement, 2, p. 35) that erythro- 
cytes are formed by the separation of portions of the 
cytoplasm of normoblasts, each normoblast giving rise 
to a large number of erythrocytes without undergoing 
nuclear division. 

Erythrocyte production in vivo continues for at least 
6 hours, at rates depending on the additions to the 
culture medium. With cells from normal subjects, 


‘(d) increases the rate to about 3-2 times, (5), (c), and 


(e) increase it to about 2-6 times, and (a) increases it to 
about 2-1 times that found in Locke’s fluid alone. The 
diseased subjects included sufferers from pernicious 
anaemia (8), lymphogranulomatosis (6), myeloid leuk- 
aemia (10), lymphatic leukaemia (6), myelomatosis (3), 
and symptomatic anaemias (9). The results were 
similar to those obtained with normal marrow, save that 
in lymphogranulomatosis erythrocyte production was 
only slightly increased by any addition, and in pernicious 
anaemia the increase with (a), (6), and (c) was greater 
than in normal subjects. Marrow cultures from normal 
subjects and from cases of pernicious anaemia each in 
normal serum and in the serum from a subject with 
pernicious anaemia showed a low rate of erythrocyte 
production in the serum from subjects with pernicious 
anaemia and a high one in normal serum. The author 
concludes that substances necessary for the production 
of erythrocytes from normoblasts are present in normal 
serum, but their amount is reduced in serum from 
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subjects suffering from pernicious anaemia or myeloid 
leukaemia. 

[The author’s views, based on much experimental 
work under conditions which are not strictly physio- 
logical, conflict with modern views on erythropoiesis, 
especially in pernicious anaemia, based on a great mass 
of evidence both direct and indirect. His conclusions 
are therefore unlikely to gain general acceptance at 
present. In the abstracter’s view no method yet devised 
has yielded completely convincing results, though 
Fieschi and Astaldi have more nearly reached this goal 
than have any other workers.] G. Discombe 


406. Normal Red-cell Survival in Men and Women 

S. T. CALLENDER, E. O. PoweLt, and L. J. Wirts. 
Journal of Pathology and Bacteriology [J. Path. Bact. 59, 
519-532, Oct., 1947. 4 figs., 10 refs. 


From 6 volunteers 1,000 to 1,300 ml. of blood were 
withdrawn in 2 or 3 bleedings; 2 of the subjects were 
normal males and 4 were normal females. They were 
of Group A and Rh-positive. The blood was replaced 
by cells from an approximately equal volume of group O 
blood, which was not necessarily blood of donors of one 
sex. The survival of the transfused red cells was fol- 
lowed by the modified Ashby technique of differential 
agglutination (Dacie and Mollison, Lancet, 1945, 1, 
550). In both male and female recipients of transfused 
cells the latter disappeared in about 120 days after 
transfusion. The survival curves, however, differed in 
the male and female sex, being linear in men and appre- 
ciably curved in women. It was estimated that the 
average life of red cells was 63 days in men and 54 days 
in women. The authors conclude that two factors 
determine the distribution of blood cells, an “* intrinsic ”’ 
factor which is supposed to determine the destruction 
of the cell according to its age, and an, “ extrinsic” 
factor which is supposed to act without regard to the age 
of the cell. These extraneous factors were considered 
to be the cause of the loss of some cells before they 
reached their age limit. They act more strongly in 
women than in men. Their action is explained partly 
by the effects of menstruation. 

[It is to be hoped that the authors’ suggestion that 
more information might be gained by observations on 
pregnant and menopausal women will be followed.] 

Kate Maunsell 


407. Components of the Prothrombin Complex 
A. J. Quick. American Journal of Physiology [Amer. J. 
Physiol.| 151, 63-70, Nov., 1947. 17 refs. 


In this paper the author is able to bring clinical evi- 
dence to support his contention that prothrombin is a 
complex substance consisting of two components, A and 
B, and that both these factors, a further labile factor, 
thromboplastin, and calcium are required in the forma- 
tion of thrombin. After reviewing the literature he 
presents cases taken from two families with congenital 
familial hypoprothrombinaemia. He used a thrombo- 
plastin of constant potency yielding a prothrombin time 
of 11-5 to 12 seconds with normal plasma; [this is half 
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the time considered normal with other preparations of 
thromboplastin]. One family had prothrombin times 
of 15-5 to 16 seconds. This family lacked “‘ component 
B’”’, as determined by mixing the plasma of the son with 
normal human plasma, when the former was only 
partially restored to normal. In a second series of experi- 
ments the addition of dog plasma treated with tricalcium 
phosphate to the son’s plasma did not affect the latter. 
In the other family, in which one subject had a pro- 
thrombin time of 19 seconds, mixing the subject’s plasma 
with normal plasma restored the prothrombin time to 
normal, but mixing it with treated dog plasma did not 
affect it. It appears that this family lacked not the 
labile factor, which disappears in stored plasma, but 
another component; this the author labels “A ’”’. When 
the plasmas of the two families were mixed the pro- 
thrombin time was 13-5 seconds. The author considers 
that vitamin K is possibly essential for the synthesis of 
component A. Thus prothrombin consists of com- 
ponents A and B, and a further labile factor which 
disappears in stored plasma due to slow oxidation is also 
essential for prothrombin activities. The administration 
of dicoumarol causes a condition similar to that in which 
component B is deficient. Elliot E. Philipp 


408. The Effect of Repletion on the Plasma Proteins in 
the Dog Measured by Electrophoretic Analysis 

B. F. Cuow, R. D. Seeey, J. B. ALLISON, and W. H. 
Coie. Archives of Biochemistry [Arch. Biochem.] 16, 
69-78, Jan., 1948. 2 figs., 15 refs. 


Hypoproteinaemia was produced in dogs by a com- 
bination of administration of a protein-free diet and 
plasmaphoresis. After a protein-free diet had been 
given for 1 week plasmaphoresis was carried out on 
4 successive days. One-quarter of the blood volume 
was removed daily, the plasma being replaced by an 
equivalent volume of saline. The protein-free diet was 
then continued until the plasma albumin-globulin ratio 
fell to about 0:22. The whole process took 6 to 8 weeks. 
Plasma volume and plasma protein estimations and 
electrophoretic analyses of plasma were carried out at 
intervals. In protein-depleted dogs the electrophoretic 
pattern showed an increase in globulin and a decrease in 
albumin. The total amount of circulating albumin fell 
considerably, but the total amount of circulating globu- 
lins remained fairly constant. In 5 dogs plasma-protein 
content was restored by oral administration of casein 
hydrolysate. There was a steady increase in total 
circulating albumin, which reached 95% (average) of 
normal after 30 days. The total globulin also rose 
steadily to 136% of normal after 30 days. All the 
globulin components took part in this rise. In 6 dogs 
plasma-protein content was restored by oral lactalbumin 
hydrolysate. The total albumin returned to normal after 
30 days. On the other hand the total globulin showed 
an initial rise followed by a fall, so that there was no 
increase in globulin after 30 days. It was concluded 
that casein and lactalbumin hydrolysates are equally 
effective in restoring plasma albumin and y-globulins, 
but casein is superior to lactalbumin in causing an 
increase in “* other globulins ”’. R. Barer 


409. Studies of the Venous Drainage of the Heart 

D. E. Grecc and R. E. SHIPLEY. American Journal 
Physiology [Amer. J. Physiol.| 151, 13-25, Nov., 1947, 
2 figs., 25 refs. 


The authors, working on anaesthetized “* open-chest ” 
dogs, determined the blood flow in different coro, 
arteries and veins by means of instruments they have 
described in previous papers. They show that blood 
from the right coronary artery drains chiefly through the 
anterior cardiac veins to the right atrium and not 
primarily through the Thebesian vessels, as has been 
generally held. They have found that almost all the 
blood passing through the coronary sinus comes from the 
left coronary artery, as shown by rotameter measurements 
and confirmed by temporary clamping of the left coronary 
artery. The right coronary artery contributes a negli- 
gible flow to the coronary sinus. The blood from the 
left coronary artery, however, does not in its entirety 
leave the heart by the coronary sinus, between 17 and 
35% leaving by other channels. Progressive occlusion 
of the coronary arteries or veins is followed by the 
development of extracardiac anastomoses, indicating 
that the Thebesian vessels are not in themselves sufficient 
to function as adequate channels for supplying blood to, 
or draining blood from, the myocardium; the superficial 
cardiac vessels seem to have an importance hitherto not 
acknowledged. These experiments are only an inter- 
mediate stage in the work. Elliot E. Philipp 


410. Temporal Relation between Contraction of Right 
and Left Sides of the Normal Human Heart 

A. A. LuISADA and F. G. FLEISCHNER. Proceedings of 
the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 66, 436-440, Nov. 1947. 
4 figs., 12 refs. 


The temporal relation between the contractions of the 
right and left heart chambers has been studied in 8 
normal subjects by means of fluorocardiography—that is, 
by a combination of the fluoroscope, a photoelectric 
pick-up, a screen with a slit, and an electrocardiograph. 
The pick-up unit is adjusted under fluoroscopic control to 
allow the movement of a small section of the margin of 
the cardiac silhouette to be seen within the slit. Simul- 
taneous recordings were made of the pulsations of the 
pulmonary arch and the aortic arch with the subject in 
the postero-anterior position, of both auricles with the 
subject in the right oblique position, and of the two 
ventricles with the subject in the left lateral position. 

The rise in the pulse of the pulmonary artery precedes 
that of the aorta by 20 to 25 milliseconds, the peak of 
the pulse by 30 milliseconds. When visible the start of 
the right auricular contraction precedes that of the left 
auricle; the peak of contraction of the right auricle is 
reached 25 milliseconds before that of the left. A similar 
time relation was observed in the maximum dilatation of 
the auricle—that is, a point immediately before the opening 
of the auriculo-ventricular valves. The beginning of the 
ejection period of the right ventricle is about 25 milli- 
seconds in advance of that of the left ventricle. 

Cc. C. N. Vass 
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411. Effect of Under-nutrition and Alterations in Diet 
on the Choline Esterase Activity of Serum 

R. A. McCANceE, E. M. Wippowson, and A. O. HUTCH- 
son. Nature [Nature, Lond.] 161, 56-57, Jan. 10, 1948. 
2 refs. 


The authors determined the activities of the “ total” 
cholinesterase and of the “ true”’ cholinesterase in the 
serum of groups of German civilians in various nutri- 
tional states. In 39 healthy British persons the average 
activity of the “ total’’ esterase was 80-2 units; in 82 
German factory workers it was 56-7 units; in 45 German 
civilians attending hospital for nutritional oedema it was 
48-5 units; in 12 German internees with oedema it was 
42 units; and in 9 civilian prisoners it was 29 units. The 
authors state that this was not due to a decrease in serum 
protein. The effect of improved feeding was to raise 
both the “total” and “true” cholinesterase. For 
example, in 12 prisoners on an improved diet which 
raised the average weight by 10 kg. there was an average 
increase in the “ total ’’ esterase from 52 to 63 units and 
in the “true” esterase from 0-8 to 1-0 unit. Again, 
19 undernourished German civilians showed a rise from 
47 to 75 units in “‘ total ’’ esterase and from 0-9 to 1-0 unit 
in “ true ’’ esterase on an improved diet which increased 
the weight by an average of 10 kg. This last group lost 
weight on return to the normal rations and there was a 
fall in “* total ’’ esterase to 55 and in “‘ true ’’ esterase to 
0-95. The effect of improved diets on the esterase was 
not due to the digestion, absorption, or metabolism of fat, 
for no rise occurred when 6 men were given a supple- 
ment of 100 g. of fat for 3 days. 

The results suggest that the average level of the enzyme, 
especially of ‘‘ total ’’ esterase, is a delicate index of the 
nutritional state of the German people. [As with most 
other laboratory methods for detecting malnutrition, a 
wide range of values is found, so that the tests are of more 
use for groups than for individuals.] J. Yudkin 


412. Premortal Increase in the Output of Sodium and 
Chlorine in Fasting Rats 

P. BALINT and H. Kaspeso. Nature [Nature, Lond.) 161, 
57, Jan. 10, 1948. 2 refs. 


This work was carried out to confirm and extend the 
observations of Kunstmann (Arch. exp. Path. Pharmak., 
1933, 170, 701), who found in an experiment on himself 
that an intake of 10 to 20 litres of water daily with a 
normal diet led to a negative sodium-chloride balance 
with a sudden rise after 30 days. Rats on a maize diet 
who were given a total of 20 ml. of 5-5% glucose intra- 
venously did not show a negative NaCl balance even 
after 50 days. On the other hand, fasting rats similarly 
treated excreted large amounts of NaCl on the day before 
death. If no injection was given and the animals were 
allowed free access to water, the phenomenon occurred 
in half the animals. Death could sometimes be averted 
if the animals were allowed adequate food after the end 
of the experiment. The measured loss of weight was in 
most cases less than that calculated on the basis of 
excretion of potassium, sodium, and nitrogen (Gamble 
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et al., J. biol. Chem., 1923, 57, 633). This suggests that 
there is a reserve of “ dry ’’ NaCl in the organism, but 
more needs to be done to confirm this. J. Yudkin 


413. Availability of Riboflavin of Ice Cream, Peas, and 
Almonds Judged by Urinary Excretion of the Vitamin by 
Women Subjects 

G. Everson, E. WHEELER, H. WALKER, and W. J. 
CAULFIELD. Journal of Nutrition [J. Nutrit.] 35, 209- 
223, Feb. 10, 1948. 20 refs. 


Experiments were conducted on 8 healthy young 
women, who for 12 days before the experiments received 
a normal diet with adequate protein. The daily con- 
sumption of riboflavin was 2-4 mg. This preliminary 
period was followed by 4 periods of 3 days of metabolic 
study, with intervals of 7 days between each period 
for adjustment. During the last day of each period | mg. 
of riboflavin was given as the pure vitamin or in ice 
cream, peas, or almonds. Urinary riboflavin was 
measured by a fluorimetric method. Consumption of 
pure riboflavin and the ice cream resulted in similar 
excretion of about 42% of the supplement, while con- 
sumption of peas and almonds lead to excretion of less 
than half of this. Since the administration of 2 mg. of 
riboflavin by retention enema did not produce a rise in 
riboflavin excretion, the differences in excretion following 
the different foods could not be attributed to possible 
changes in intestinal synthesis. It is concluded that the 
differences are due to the differences in the absorption of 
the vitamin, and further studies are in progress to ascer- 
tain the factors which determine the absorption of the 
vitamin from different foods. J. Yudkin 


414. Congenital Malformations Induced in Rats by 
Maternal Vitamin A Deficiency. II. Effect of Varying 
the Preparatory Diet upon the Yield of Abnormal Young 
J. WaRKANY and C. B. Rotu. Journal of Nutrition [J. 
Nutrit.] 35, 1-11, Jan., 1948. 4 figs., 9 refs. 


Warkany and Schraffenberger reported congenital 
anomalies of the eyes in the offspring of rats depleted of 
vitamin A. Since the rate of fertility was low in the 
original experiments and the yield of abnormal offspring 
small, modifications of the preparatory diet were studied. 

Female rats were placed on the preparatory diet 
(diet U): ground whole wheat, 74%; crude casein, 
15%; brewers’ yeast, 10%; sodium chloride, 1%. 
According to the supplements added to this diet the 
animals were divided into four groups. Group I: diet 
U with 2 g. of frozen horsemeat daily and 4 pg. of 
carotene every tenth day was given to 165 females until 
mating occurred, then replaced by diet W. Group II 
(34 females): diet U daily with 12 yg. of carotene every 
tenth day. Group III (33 females): diet U daily with 
25 pg. of carotene every tenth day. Group IV 
(28 females): diet U daily with 25 yg. of carotene every 
tenth day during the first month; in the following month 
a loss of weight was observed and therefore the carotene 
intake was doubled during the last 24 weeks of the 
fertility period. Groups II, III, and IV were placed on 
diet W upon reaching maturity and attempts were made 
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to breed from them after the change. Diet W was a 
purified diet completely free from vitamin A and caro- 
tene, with small measured amounts of the other vitamins 
added. 

When early termination of pregnancy threatened the 
foetuses were removed. When the young were carried 
to term foetuses were removed on the twenty-second day 
of gestation. Many young thus removed were alive 
but none could be reared. The eyes of at least 1 animal 
in each litter were sectioned serially. If no retro- 
lenticular membrane was found the animal was con- 
sidered normal, but if a membrane was seen in any 
section the animal was regarded as abnormal. When 
the eyes of one foetus in a litter were found to be abnormal 
the entire litter was considered and counted as abnormal. 
This method of classification appeared to be justified. 

Of 260 females 22 had cycles but did not mate; 124 
mated but had no issue; 114 had litters but only 30 of 
these litters were carried to term; 89 litters were con- 
sidered abnormal and 25 normal. These litters consisted 
of a total of 820 young, 612 of which were regarded as 
abnormal and 208 as normal. Other ocular defects 
were seen in many of the eyes sectioned. A number of 
litters showed external changes not observed in control 
animals—smallness of size, ‘convex’ back, “ open 
eyes ’’’, puffiness of hands and feet. In many foetuses 
with abnormal eyes serial section of the trunk and 
abdomen revealed various congenital anomalies of the 
soft tissues. Abnormalities of the same type were seen 
in all four groups. In Groups I and II there were the 
lowest fertility rate and the highest incidence of abnormal 
young; Group IV had the highest fertility rate and the 
lowest incidence of abnormal young. In 80 females 
used as controls, no abnormalities were seen in litters. 

It is concluded that variations in the preparatory diets 
influenced the proportion of abnormal young. 

Joseph Parness 


415. The Effect of Dietary Restriction of B-complex 
Vitamins and Protein on the Excretion of Creatinine by 
Human Subjects 

T. E. FRIEDEMANN, V. M. Kinney, G. H. BERRYMAN, 
C. R. HENDERSON, and J. B. Youmans. Journal of 
Nutrition [J. Nutrit.] 35, 117-136, Jan., 1948. 4 figs., 
13 refs. 


Seven men, initially physically fit, aged 22 to 27 years, 
were given a diet and physical exercises over a period of 
50 weeks, during which the variations in creatinine 
excretion and their relation to changes in weight and 
physical performance were studied. During the first 
11 weeks the men received a “ normal” creatinine- 
containing diet (Diet I). A uniform programme of 
training and test procedures was instituted and an 
apparent plateau of physical performance attained. 
Diet Il was a “ basal”’ diet, essentially creatinine free, 
yielding 3,300 calories and containing only 45 g. protein 
and greatly restricted quantities of B-complex vitamins, 
but otherwise adequate. This was given to all subjects 
for 36 weeks, but after 5 weeks supplements of B- 
complex vitamins and 40 g. of casein daily were given to 
2 subjects who subsequently served as “ controls” of 


the effect of the basal diet together with supplements, 
To the other 5 men supplements of B-complex vitamins 
and protein (45 g. of casein, or over) were given in 
accordance with individual needs from about midway jp 
the period. Diet III for rehabilitation contained 259 
to 350 g. of meat, and was given to all the men for the 
final 3 weeks. Work output was determined with a 
calibrated electrodynamic brake-bicycle. Creatinine ex. 
cretion was estimated in composite samples of urine 
collected over 4 days each week. 

During the first 11 weeks total creatinine excretion 
decreased slightly for all subjects and there was some loss 
of weight at first. The creatinine excretion varied some. 
what from week to week, often in a rhythmical manner, 
independent of the small changes in body weight in each 
subject. When the monthly averages were compared, 
the creatinine excretion was seen to run parallel with the 
rise or fall in body weight. From the eleventh to 
twenty-eighth weeks, creatinine excretion fell sharply, 
parallel with decline in weight and in work output, and 
was accompanied by clinical signs of deficiency. On the 
whole the decrease in creatinine excretion was more 
rapid than the loss in weight. The minima were not 
always attained during the same month. Average daily 
excretion over a period of 1 month was to some extent 
related to the average weight of the individuals. In the 
“control” subjects gradual decline in creatinine excre- 
tion was followed by gradual increase. After the twenty- 
eighth week creatinine excretion rose gradually with rise 
in body weight, but the magnitude of the changes was not 
always equal. In 2 subjects aneurin administration 
did not increase the average creatinine excretion. Addi- 
tion of all supplementary factors did not at once mise 
the average creatinine excretion, nor did it rapidly 
improve the physical performance. The work output 
of all the experimental subjects, although improved, was 
still low after several months of complete supplementa- 
tion. Response to diet rich in meat and other essentials 
in the last 3 weeks was affected by the nature of the 
previous diet. The 2 control subjects excreted respect- 
ively 280 and 180 mg. more of creatinine at the end of 
the experiment than at the beginning. On the other 
hand, 3 experimental subjects excreted respectively 40, 
260, and 150 mg. less, while the remaining 2 subjects, 
who had received meat, milk, and eggs in the preceding 
2 months, excreted only 60 and 130 mg. more. The 
weights of all subjects were approximately the same at 
the end as at the beginning of the period. 

It is considered that the results support the theory of 
the early physiologists that there is a “ constancy ”’ in 
the relation between the creatinine excretion and the 
physical and nutritional state of the individual. At the 
same time the factors concerned with formation and 
excretion of creatinine appear to be subject to control 
and variation like other biochemical phenomena. 

Joseph Parness 


416. The Role of Pantothenate in Sulfapyridine Induced 
Achromotrichia 
H. D. West and R. R. Exuiorr. Archives of Bio- 


chemistry [Arch. Biochem.] 16, 47-53, Jan., 1948. 4 figs., 


3 refs. 
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417. The isoLeucine Requirement of the Infant 

A. A. ALBANESE, L. E. Hott, V. I. Davis, S. E. SNYDER- 
man, M. Len, and E. M. SMetak. Journal of Nutrition 
[J. Nutrit.] 35, 177-183, Feb. 10, 1948. 1 fig., 6 refs. 


In order to determine whether the higher requirement 
of infants for nitrogen is due to the limiting factor of a 
single amino-acid or to a higher demand for all of the 
amino-acids, it is mecessary to carry out “ balance” 
experiments with single amino-acids. In this paper 
experiments with isoleucine are recorded. Five normal 
healthy male infants of 4 to 10 months were fed on a 
hydrolysed beef haemoglobin as a source of protein. On 
a diet low in isoleucine there was a big decrease in nitro- 
gen retention. In 3 infants this was made good by 
120 mg. per kilo per day. Two other infants were tested 
with levels of 60 and 90 mg. of isoleucine per kilo per 
day ; the former showed a low retention of nitrogen 
while in the latter retention was normal. It is deduced 
that the requirements of isoleucine are approximately 


' 90 mg. per kilo per day. Unlike deficiency of trypto- 


phan, deficiency of isoleucine had no effect on the level 
of plasma protein or of haemoglobin. This is of interest 
in that both of these proteins are low in isoleucine. 

J. Yudkin 


418. Chemical, Clinical, and Immunological Studies on 
the Products of Human Plasma Fractionation. XXXIV. 
Comparative Studies on the Nutritive Value of Orally and 
Intravenously Administered Human Serum Albumin in 
Man 

R. D. EckHarpt, J. H. Lewis, T. L. Murpuy, W. H. 
BATCHELOR, and C. S. Davipson. Journal of Clinical 
Investigation [J. clin. Invest.) 27, 119-134, Jan., 1948. 
9 figs., 28 refs. 


Five healthy young males in good nutritional status 
were given a diet providing 3,000 to 3,300 calories daily 
and less than 2 g. of protein. The diet contained one 
multivitamin capsule but no added minerals. Urinary, 
faecal, and plasma-protein nitrogen were determined 
daily. Plasma albumin and globulin determinations 
were made electrophoretically or by precipitation by 
Howe’s method, blood-volume measurements by Greger- 
son’s method, urinary tryptophan by the method of 
Shaw and McFarlane, and urinary «-amino nitrogen by 
the gasometric ninhydrin method. Protein was ad- 
ministered by mouth to 3 subjects—intravenously to 
2, and orally and intravenously to one. Lactalbumin, 
37-5 g. (approximately 0-5 g. of protein per kilo of body 


weight), was taken orally for 7 days in 1 subject and for: 


8 days in another. An equivalent amount of human 
albumin replaced the lactalbumin for 14 and 15 days, 
respectively, supplemented with 2 g. of dl-isoleucine and 
2 g. of di-tryptophan for the final 6 days. A negative 
nitrogen balance of 1 to 3 g. was obtained in both subjects 
and was unaltered by the amino-acid supplements. Both 
subjects gradually lost weight and had moderate inter- 
mittent diarrhoea and nausea and some weakness, all of 
which disappeared 4 days after a return to normal diet. 
The total nitrogen lost represented 280 and 325 g. of 
protein, but no significant change in total plasma protein 


or albumin was observed. A third subject took by 
mouth 50 g. of human serum albumin daily (in this case 
nearly 1 g. of protein per kilo of body weight) as the sole 
source of nitrogen. He remained in slightly positive 
nitrogen balance and felt entirely well during the 10-day 
experiment. After 3 days on the protein-free diet about 
0-5 g. of protein per kilo of body weight was administered 
intravenously to 2 subjects. Both received 37-5 g. of 
protein as casein hydrolysate daily for 9 days followed 
by the same amount of human serum albumin for 16 
days in 1 case and for 8 days in the other; in the latter 
the experiment had to be terminated because of acute 
prostatitis. During the last 7 days on the intravenous 
albumin the former subject also received the amino-acid 
supplements; finally, casein hydrolysate was again given 
for 8 days. The initial negative nitrogenous balance 
was replaced by a small positive balance when intra- 
venous casein hydrolysate was given and this was 
maintained with the albumin whether supplemented or 


not; a slight but persistent negative balance marked 


the return to intravenous administration of casein 
hydrolysate. In the subject who had _ intravenous 


albumin for 16 days the plasma albumin rose pro- . 


gressively. An increase in plasma volume was observed 
after giving intravenous casein hydrolysate and albumin. 

In this subject the concentration of albumin retained 
after cessation of albumin administration fell by 50% in 
6 days. The last experiment was made on the subject 
who previously had received orally approximately 1 g. 
of protein per kilo of body weight; he was now given 
75 g. of protein daily intravenously (equivalent to 1-5 g. 
of protein per kilo body weight) as casein hydrolysate 
for 4 days, and he maintained a positive nitrogen balance 
equivalent to 70 g. of protein. The daily nitrogen loss 
contained 0-28 g. of free «-amino-N and 1-3 g. of 
polypeptide-N, or 45% of the polypeptide-N administered. 
When albumin replaced the hydrolysate the amount of 
nitrogen excreted fell to about 3 g. a day, and in 4 days 
an equivalent of 208 g. of protein was retained of which, 


calculated from haematocrit values, 40% was retained - 


in the plasma. When an equivalent amount of albumin 
was given orally for the next 3 days the nitrogen excretion 
rose progressively, equilibrium being almost obtained 
on the third day. In this subject 50% of the retained 
plasma albumin disappeared in 4 days. It is considered 
that albumin given intravenously is rapidly partitioned, 
by diffusion into the lymphatic system, between the 
extravascular and vascular systems. Such albumin can 
serve as a body nutrient but it enters the metabolic pool 
only slowly and hence it is an ideal substance for 
temporarily increasing the albumin concentration in the 
plasma. C. C. N. Vass 


419. Supplemental Value of Certain Amino Acids for 
Beef Protein 

R. HOAGLAND, N. R. Exuis, O. G. HANKINS, and G. G. 
SNIDER. Journal of Nutrition [J. Nutrit.] 35, 167-176, 
Feb. 10, 1948. 9 refs. 


Beef is an important source of protein—for example, 
about 12% of all the dietary protein in the United States 
is supplied from this source. The results of chemical 


> 


and microbiological analyses have shown that beef 
protein is lacking chiefly in cystine, and also in six or 
seven other essential amino-acids. Experiments on 
young male albino rats are described. When beef pro- 
tein was given to the extent of 10% of the diet it was found 
to be deficient only in cystine or methionine. When 
supplemented with either of these amino-acids, the 
protein was equivalent to egg protein. At a level of 
12:5% of protein, beef was found to be slightly deficient 
in cystine. Again, when supplemented with this amino- 
acid it was equivalent to egg protein. At a level of 15% 
the beef protein was equivalent to egg protein. There 
was no deficiency of phenylalanine, leucine, isoleucine, 
valine, or tryptophan. The beef protein at a level of 
10%, supplemented with cystine, has a methionine/cystine 
ratio of 1 : 1. J. Yudkin 


420. Parenteral Nutrition. III. Studies on the Toler- 
ance of Dogs to Intravenous Administration of Fat 
Emulsions 

H. S. Coruins, L. M. Krart, T. D. Kinney, C. S. 
Davipson, J. YOUNG, and F. J. Stare. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.) 33, 
143-152, Feb., 1948. 4 figs., 5 refs. 


The object of administering fat parenterally is to supply 
a large number of calories with minimal fluid so as to 
spare protein in the treatment of severe nutritional 
deficiency. Previous work on dogs had shown that it 
was possible to administer intravenously emulsions 
containing 15% of fat, with a resultant increase in weight 
and an improvement in the nitrogen balance. It was 
found, however, that after 30 to 90 days of such treat- 
ment granulomatous lesions occurred in the lungs, 
spleen, and liver. The present study showed that it 
was possible to increase the proportion of fat (coconut oil) 
to 30%. Rapid administration of emulsions in soy-bean 
phosphatide to dogs caused vomiting in the first few days, 
but this did not occur if the infusion was begun more 
slowly. - The level of fat in the blood returned to normal 
within one hour after the end of the infusion. Experi- 
ments to determine the cause of the granulomatous 
lesions suggested that they were due to the phosphatides 
used to prepare the emulsions rather than to the fat. 

J. Yudkin 


421. Parenteral Nutrition. IV. Improved Techniques 
for the Preparation of Fat Emulsions for Intravenous 
Nutrition 

R. P. Geyer, G. V. MANN, and F. J. Stare. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.) 33, 
153-162, Feb., 1948. 3 figs., 5 refs. 


Four methods of preparing emulsions of fat in soy- 
bean phosphatide were studied. In the best method 


a high-pressure homogenizer was used in which the 
material was re-circulated for 30 to 90 minutes. By 
attention to certain details—such as temperature, pres- 
sure, and the fat/emulsifier ratio—it was possible to show, 
with a specially developed photomicrographic apparatus, 
that the method produced an emulsion in which all the 
J. Yudkin 


particles were less than 2 yz in diameter. 


126 PHYSIOLOGY AND BIOCHEMISTRY 


422. Parenteral Nutrition. V. Studies on Soybean 
Phosphatides as Emulsifiers for Intravenous Fat Emulsions 
R. P. Geyer, G. V. MANN, J. YouNG, T. D. Kinney, and 
F.J. Stare. Journal of Laboratory and Clinical Medicine 
oe clin. Med.) 33, 163-174, Feb., 1948. 3 figs. 
5 refs. . 


Using albino rats the authors showed that the cause of 
the granulomatous lesions following the intravenoys 
administration of fat emulsions was the preparation of 
soy-bean phosphatide used as emulsifier. The chemical 
fractionation of the preparation led to the isolation of a 
fraction which was a good emulsifying agent and caused 
little or no damage to the organs. An emulsion of 
30% of coconut oil in this fraction was given for 30 to 
84 days to puppies without granulomatous lesions being 
produced. J. Yudkin 


423. Parenteral Nutrition VI. Fat Emulsions for 
Intravenous Nutrition: The Turbidimetric Determination 
of Infused Fat in Blood after Intravenous Administration 
of Fat Emulsions 

R. P. Geyer, G. V. MANN, and F. J. STARE. Journal of 
Laboratory and Clinical Medicine [{J. Lab. clin. Med.] 33, 
175-180, Feb., 1948. 4 figs., 7 refs. 


A turbidimetric method is described for the micro- 
determination of fat in blood plasma. Small amounts 
of haemoglobin were removed with hydrogen peroxide; 
if necessary, interference by excessive amounts of haemo- 
globin was avoided by the use of an appropriate filter in 
the apparatus. Extraneous turbidity was eliminated by 
the addition of small amounts of ammonia. The 
method gave good agreement with the chemical micro- 
oxidation method. Fat-tolerance curves are described 
in the dog, rat, and rabbit, following the administration 
of 1-5 g. fat per kilo body weight. In the rabbit, about 
80% of coconut oil was removed from the blood in 
4 hours, whereas only about 20% of mineral oil was 
removed in the same time. J. Yudkin 
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424. The Renal Regulation of Acid-Base Balance in 
Man. I. The Nature of the Mechanism for Acidifying the 
Urine 

R. F. Pitts, W. D. LortspeicH, W. A. Scuitess, and 
J. L. Ayer. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 48-56, Jan., 1948. 18 refs. 


The rate of excretion of titratable acid in the presence of 
an acidosis with a concomitant infusion of large quantities 
of neutral sodium phosphate (pH 7:4) or creatinine has 
been investigated. Eight experiments were performed 
on 4 healthy adult males. Acidosis was induced by the 
ingestion of 20 g. of ammonium chloride on the day 
preceding the observations. ‘ Arterialized”’ venous 
blood was obtained from an arm vein for determinations 
of pH and CO, content. Glomerular filtration rate 
was determined by thiosulphate clearance; the plasma 
thiosulphate concentrations were maintained between 
30 and 40 mg. per 100 ml. Simultaneous measurements 
of the rates of filtration, reabsorption, and excretion of 
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monobasic and dibasic phosphate and carbonic acid 
showed that the quantity of titratable acid excreted was 
much greater than that which was filtered off in the 
merulus. When the plasma phosphate concentration 
reached 6 to 7 mM (millimols) per litre the hypothetical 
filtration-reabsorption mechanisms for phosphate and 
bicarbonate together could account for only one-third 
of the titratable acid excreted. Acid must have been 
added to the urine by the renal tubule. The rate of 
ammonia excretion averaged 0-066 mEq (milliequiva- 
lents) per minute which, though much increased over 
normal, was not high compared with that observed 
jn diabetic acidosis. The ratio of ammonia to titratable 
acid, normally between 1 and 2-5, fell with the infusion 
of phosphate to 0-16 solely because of the increase in 
rate of excretion of titrable acid. In three experiments 
on 2 subjects the pH of the urine ranged between 
4-48 and 4-6. Three experiments on 3 different sub- 
jects were made in which creatinine was substituted 
for phosphate. Again the carbonic-acid filtration 
could account for only 35 to 56% and the phosphate 
reabsorption for only 5-4 to 8-7% of the excreted 
acid. The mechanism for acid excretion in the 
human kidney is qualitatively similar to and, judged by 
these experiments, quantitatively greater than that 
described in the dog kidney (Pitts and Alexander, Amer. 
J. Physiol., 1945, 144, 239). Cc. C. N. Vass 


425. The Renal Regulation of Acid-Base Balance in 
Man. II. Factors Affecting the Excretion of Titratable 
Acid by the Normal Human Subject | 

W. A. Scuiess, J. L. Ayer, W. D. Lotspeicn, and R. F. 
Pitts. Journal of Clinical Investigation [J. clin. Invest.] 
27, 57-64, Jan., 1948. 5 figs., 14 refs. 


This paper records a study on one subject but the 
results obtained were confirmed on 2 other normal 
adult males. With the subject in a state of moderate 
24-hour acidosis (plasma bicarbonate concentration 
14-4 mM (millimols) per litre, plasma pH 7-37) the 
amount of phosphate in millimols excreted per minute 
during infusion of neutral phosphate bore a direct 
relation to the amount of titratable acid in milliequivalents 
excreted per minute. In the dog a curvilinear relation 
was observed. When the phosphate buffer (pK’ 6-8) 
was replaced by creatinine (pK’ 4-97) or p-aminohip- 
purate (pK ’ 3-83), it was found that the rate of excretion 
of titratable acid at any given rate of excretion of buffer 
was determined by the acid strength of the buffer. Thus 
secondary phosphate gave the greatest proportion of 
base in exchange for hydrogen ions, and p-aminohip- 
purate, the strongest acid buffer, yielded the least 
proportion of base in exchange for hydrogen ions. At 
any given rate of excretion of buffer the rate of excretion 
of titratable acid was greater in acidosis than when the 
acid-base balance was normal. But even at this level 
the infusion of phosphate was accompanied by increase 
in the rate of titratable acid excreted and stimulation of 
tubular exchange of hydrogen ions for sodium ions was 
nearly maximal. The reabsorption of phosphate in 
moderate acidosis at normal plasma-phosphate con- 
centrations was significantly less complete than under 


conditions of normal acid-base balance, a finding which 
may be of major importance in explaining the phos- 
phaturia of acidosis in man. The renal tubule 
reabsorptive mechanism is apparently saturated when the 
quantity of phosphate filtered exceeds 0-2 mM a minute; 
the phosphate is reabsorbed from the tubular fluid to 
the blood at an average rate of 0-13 mM a minute, the 
excess being excreted in the urine. The results are in 
accord with the view that the urine is acidified by the 
exchange of hydrogen ions formed within the tubular 
cells for ions of fixed base in the tubular urine. 
C. C. N. Vass 


426. Viscosimetric Determination of the Hyaluronidase 
Content of Spermatozoa 

D. A. SHERBER, C. H. BIRNBERG, and R. KURZROK. 
Endocrinology {Endocrinology| 42, 20-25, Jan., 1948. 
3 figs., 8 refs. 


Hyaluronic acid substrate was prepared from umbilical 
cord and four volumes of a 0-25% solution were mixed 
with one volume of molar sodium citrate buffer solution 
at pH 4-6. The viscosity was. determined with the - 
Ostwald viscosimeter. The semen specimen was diluted 
with an equal volume of 0-1 molar sodium chloride and 
centrifuged, and the supernatant fluid was mixed in equal 
amounts with the hyaluronic acid substrate [details of 
the method should be read in the original paper]. The 
time required by the semen to reduce the viscosity of the 
hyaluronic acid substrate by half was measured and 
plotted against the number of spermatozoa per ml. It 
was found that in 41 out of 44 specimens of semen the 
hyaluronidase content of the specimen was proportional 
to the sperm-cell concentration. In two of the remainder 
the semen was abnormally viscous. H. Herxheimer 


427. Some Factors Influencing the Liberation of 
Hyaluronidase from Testes Homogenate and Sperma- 
tozoa in the Rat 

P. L. PERLMAN, S. L. LEONARD, and R. KURZROK. 
Endocrinology [Endocrinology] 42, 26-30, Jan., 1948. 
8 refs. 


The hyaluronidase content of homogenized rat testis, 
of sperm suspensions from the ductus deferens and the 
cauda epididymis, and of ejaculates taken from the rat 
uterus immediately after copulation, was determined 
according to methods described previously (Endocrino- 
logy, 1946, 39, 261). When the ejaculates were kept at 
37° C. the hyaluronidase level increased with time, while 
the motility of the sperm decreased. When homogenized 


_ testis or a sperm suspension was used the level could be 


increased by freezing, incubation, and addition of toluene. 
The authors emphasize that any unphysiological treat- 
ment may increase the hyaluronidase level at a time when 
the spermatozoa are dying. H. Herxheimer 


428. The Motility and Viability of Rabbit Spermatozoa 
at Different Hydrogen-ion Concentrations 

C. W. Emmens. Journal of Physiology [J. Physiol.] 106, 
471-481, Oct. 15, 1947. 3 figs., 8 refs. 


429. Studies in Analgesia: Piperidine Derivatives with 
Morphine-like Activity 

R. H. K. Foster and A. J. CARMAN. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol. 91, 
195-209, Nov., 1947. 2 figs., 12 refs. 


The authors have examined a large number of piperi- 
dine derivatives, chiefly for analgesia and toxicity. 
Analgesic activity was tested by the method of Hardy, 
Wolff, and Goodell on rats, the time for reaction being 
observed. Of the 1l-alkyl-4, 4-substituted piperidine 
series, the only compounds showing appreciable anal- 
gesic activity were those in the 1-alkyl-4-phenyl-4-acyloxy 
piperidine series. Eleven of these compounds exhibited 
a higher safety margin than pethidine (demerol), but in 
analgesic activity the most potent compounds (1-methyl- 
4-phenyl-4-propionoxy-piperidine and 1-ethyl-4-phenyl- 
4-propionoxy-piperidine) were only about one-third as 
efficient as morphine. A very small dose of 1-methyl- 
2-(m-dimethyl-carbamoxypheny]) - piperidine produced 
complete analgesia, but the drug was very toxic. Maxi- 
mum analgesia was obtained in 30 minutes, and the effect 
fell off more rapidly than that of morphine. Although 
tolerance was acquired to two of the piperidine deriva- 
tives it did not develop as rapidly as with morphine. 
The entire group of compounds tended to cause central 
stimulation in mice, rats, and cats. Catalepsy was 
produced by a few of the compounds in rats but not in 
mice. Some of the compounds tested showed appreciable 
spasmolytic activity, both neurotropic and myotropic, 
but, since the analgesic doses are low, this is unlikely to 
be important. 

[Catalepsy is frequently observed in rats after large 
doses of compounds with analgesic activity.] 

G. F. Somers 


430. The Role of the Liver in the Detoxication of 
Thiopental (Pentothal) and two other Thiobarbiturates 

F. E. SHipeman, A. R. and B. J. ADAMs. Journal 
of Pharmacology and Experimental Therapeutics {[J. 
Pharmacol.) 91, 331-339, Dec., 1947. 13 refs. 


The role of the liver in the detoxication of ** pentothal ” 
‘and two other thiobarbiturates has been investigated. 
The experiments were conducted on rats after: (1) the 
production of liver dysfunction by carbon tetrachloride; 
(2) reduction of functioning liver tissue by subtotal 
hepatectomy; (3) reduction of blood flow through the 
liver by production of an Eck fistula. Experiments 
were also made in vitro on the destruction of pentothal 
by rat liver tissue; the methods of extraction and 
biological assay in mice are described. The detoxication 
was studied by determining the duration of action as 
shown by the time elapsing between the loss and return 
of the righting reflex. All experiments were statistically 
controlled. The results showed that liver damage, 
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subtotal hepatectomy, and a diminished blood fioy 
through the liver increased the duration of action of 
pentothal and other thiobarbiturates. Incubation with 
liver slices demonstrated that chemically there was q 
breakdown of pentothal and biologically a decrease in the 
duration of action. The liver would appear to be the 
major organ for detoxication of pentothal, although 
there is considerable evidence that very little functionj 

tissue is required to detoxify the small doses used ip 
man. G. F. Somers 


431. Anti-histamine Effect of Sodium Salicylate anj 
its Bearing upon the Skin-diffusing Activity of 
Hyaluronidase 


G.I. M. Swyer. Biochemical Journal [Biochem. J.} 42, 
28-32, 1948. 4 refs. 


When hyaluronidase is injected under the skin it 
facilitates the spread of particles of india ink mixed with 
it. Subcutaneous injection of histamine damages the 
capillary walls and causes a wheal, easily defined when the 
test animal has previously received an intravenous 
injection of “ pontamine blue.”’ In albino rabbits the 
spreading and capillary-damaging activities of hyal- 
uronidase, histamine, and a mixture of the substances, 
and of hyaluronidase prepared from rattle-snake venom, 
were compared before and after the injection of 0-1 g. 
per kilo body weight. The activities were compared by 
measuring the diameter of the coloured area, and the 
whole experiment was designed to permit comparisons 
by the analysis of variance. It was found that : (1) Hyal- 
uronidase has little effect on capillary permeability. 
Its spreading activity is not affected by salicylates. The 
capillary-damaging effect of histamine is abolished by 
salicylates. (2) Mixtures of histamine and hyaluronidase 
show an increase in spreading activity, which is reduced 
to that of hyaluronidase alone by salicylates. 
spreading effect of hyaluronidase prepared from snake 
venom is greatly reduced by salicylates. 

G. Discombe 


432. Failure of in vitro Inhibition of Hyaluronidase by 
Salicylates 

G.I. M. Swyer. Biochemical Journal [Biochem. J.] 42, 
32-35, 1948. 1 fig., 11 refs. 


The effects of sodium salicylate, acetylsalicylic acid, 
and heparin on the activity of hyaluronidase in decreasing 
the viscosity of solutions of potassium hyaluronate were 
compared. Inhibition by salicylate or acetylsalicylate 
occurs only in enormous concentrations (3% and 0-33% 
respectively), and is due to lowering of pH or increase in 
salt concentration. Heparin is completely inhibitory 
in a concentration of 0-0066%. 

Guerra (J. Pharmacol., 1946, 87, 193) described in- 
hibition by salicylates of spreading due to hyaluronidase 
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in rabbits and in human beings suffering from rheumatic 

. In the human beings there were violent reactions 
with widespread oedema; Guerra concluded that hyal- 
yronidase played an important part in the pathogenesis 
of rheumatic fever and that the anti-rheumatic effect of 
salicylates could be explained by their inhibition of 
the enzyme. The present author concludes from the 

iments described in this and the preceding paper 
that Guerra’s hyaluronidase preparations contained 
histamine, and that salicylates inhibited the histamine 
effect. Since streptococci of the type believed to be 
responsible for rheumatic fever are producers of 
hyaluronidase, the author suggests that sensitivity to 
hyaluronidase may commonly occur in rheumatic fever. 
Hechter (J. exp. Med., 1947, 85, 77) has shown that the 
spreading activity of hyaluronidase depends on the 
interstitial fluid pressure; if the latter is increased, or 
maintained by the capillary damage produced by hist- 
amine, a substance known to play a part in hypersensi- 
tivity reactions, the results of Guerra can be explained as 
being due to inhibition of the histamine effect. 

G. Discombe 


433. Effect of Acetylsalicylic Acid Ingestion on Electro- 
phoretic Patterns of Human Plasma 

R. L. Dryer, W. D. PAuL, andJ.I. Routu. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.) 66, 552-554, Dec., 1947. 
21 refs. 


It is known that administration of salicylates or of 
acetylsalicylic acid causes a decrease in the erythrocyte 
sedimentation rate, and this has been attributed to a fall 
in plasma fibrinogen. Electrophoretic analysis of the 
plasma of sixteen subjects before and after they had taken 
4g. of acetylsalicylic acid daily for 7 days showed that the 
plasma-fibrinogen level was the same in each subject 
before and after the administration. V. J. Woolley 


434. Studies on the Action of Intravenously Administered 
Sodium Amytal 

and H. S. Riptey. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 56-62, Jan., 
1948. 5 figs., 18 refs. 


Intravenous ‘“‘ sodium amytal” in doses of 0-1 g. to 
0:5 g. slowly administered in 10% solution is widely 
employed in the United States as a sedative and analgesic. 
The present study of 700 patients shows that sodium 
amytal has important clinical activity. It does not 
directly block pain perception and is inferior to acetyl- 
salicylic acid in this respect, but it somehow modifies 
and eases the patient’s reaction to a painful experience. 
It may have an effect on the emotions somewhat similar 
to that of alcohol, in that relaxation and freedom from 
anxiety may be brought about in a friendly atmosphere 
but exactly the reverse in circumstances of insecurity and 
tension. Headaches due to fibrositic soreness and 
muscular spasm can often be promptly relieved by 
sodium amytal. A striking action of the drug is to 
render the blood pressure very variable according to 
emotional stimuli. Similarly, when the patient is under 


M—K 


sodium amytal the vascular turgescence of the nasal 
mucosa varies under emotional stimuli very much more 
than is usually the case. Corresponding observations 
have also been made in asthma and epilepsy. The action 


.of sodium amytal would therefore seem to be indirect. 


It brings about an alteration in mental attitude and 
heightened suggestibility. These changes will vary 
according to the individual make-up of each patient and 
the circumstances, but bodily changes such as alterations 
in blood pressure or turgescence of the nose are readily 
produced or relieved. G. F. Walker 


435. The Action of Narcotics and of Hydrating and 
Dehydrating Agents on the Structure of the Cytoplasm. 
[In English] 

L. Monneé. Arkiv for Zoologi [Ark. Zool.] 39A, No. 7, 
1-32, 1947. 42 figs., bibliography. 


The author first describes the microscopical appearance 
of the egg of the sea-urchin and then discusses in detail 
the changes observed in the structure of the cytoplasm 
after immersion of the egg in hypotonic and hypertonic 
sea water and urea. The action. of sodium azide, 
potassium cyanide, ethyl urethane, and certain alkaloids 
is similarly described. The mechanism of the structural 
alterations observed in the cytoplasm is then discussed 
at length, and the possible method by which the narcotics 
considered depress the cellular activity, by interference 
with the respiratory enzymes, is demonstrated. 

A. M. Hutton 


436. Antagonism of Curare Action by Neostigmine, 
Physostigmine, Ephedrine and Di-isopropyl Fluoro- 
phosphate (DFP) 

H. F. Cuase, J. L. Scumipt, and B. K. BHATTACHARYA. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 91, 236-245, Nov., 1947. 3 figs., 17 refs. 


The curarizing potencies of “ intocostrin”’, d-tubo- 
curarine, dihydro-f-erythroidine, quinine metho- 
chloride, quinine ethochloride, tetramethylammonium 
chloride, and tetraethylammonium chloride were com- 
pared by the “ head-drop ”’ method in rabbits, and the 
antagonism of the anticholinesterase drugs, neostigmine, 
physostigmine, and D.F.P., to their curarizing action was 
investigated. The antagonists were given by rapid 
intravenous injection, alone or in combination, one 
minute before the curarizing agent. The average 
“* head-drop ” dose of d-tubocurarine was approximately 
0-2 mg. per kilo. Both neostigmine and physostigmine 
raised the “‘ head-drop”’ doses of “ intocostrin”’, d- 
tubocurarine, and dihydro-f-erythroidine significantly. 
In low doses they also raised the “* head-drop”’ doses of 
quinine ethochloride and methochloride, but not in 
higher doses. The subcutaneous administration of 
atropine (5-0 to 10-0 mg. per kilo) lowered the “ head- 
drop ”’ doses in control assays and in the presence of 
antagonists, whereas ephedrine had little antagonistic 
action against d-tubocurarine, either alone or in combina- 
tion with neostigmine. D.F.P. compared very closely 
with neostigmine and physostigmine in antagonizing 
the curarizing action of d-tubocurarine and quinine 
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methochloride and ethochloride. Tetraethylammonium 
chloride had only weak curarizing properties, and doses 
which were eventually fatal were necessary to produce 
*“ head-drop”’. The pronounced muscarinic effects of 
tetramethylammonium chloride tended to obscure the 
curarizing effect while the pre-administration of neo- 
stigmine increased the toxicity of this compound. The 
similarity of the effects of neostigmine, physostigmine, 
and D.F.P. would suggest that curare action is related to 
acetylcholine activity at the neuro-muscular junction and 
therefore is indirectly affected by cholinesterase inhibi- 
tion. G. F. Somers 


437. Absorption and Renal Excretion of the Tetra- 
ethylammonium Ion 

B. R. RENNICK, G. K. Mog, R. H. Lyons, S. W. Hoos.er, 
arid R. NewiGH. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 91, 210-217, Nov., 
1947. 4 figs., 4 refs. 


The absorption and renal excretion of the tetraethyl- 
ammonium ion, which has recently been shown to depress 
transmission in autonomic ganglia, were studied in 
human subjects and dogs. It was not possible to deter- 
mine the concentration of the drug in the plasma. In 
man, 50% of an intravenous dose appeared in the urine 
in 30 minutes and 50% of the intramuscular dose in 
4 hours. Absorption of the drug after intramuscular 
injection was not delayed by incorporating it in a 
propylene glycol and beeswax mixture, but absorption 
was delayed when the drug was injected in Pitkin’s 
medium (containing gelatin, glucose, acetic acid, and 
adrenaline). After oral administration in man only 4 
to 16% of the dose given was excreted; this appeared 
to be due to poor absorption. In subjects with impaired 
renal function excretion was slow; hence the drug should 
be used with caution in patients with severe renal damage. 
In dogs, after continuous intravenous infusion, the 
excretion rate became quite steady within an hour at 
60 to 70% of the infusion rate. When the drug was in- 
fused into the renal artery evident tubular excretion 
occurred in addition to glomerular filtration; since at 
high blood levels the extraction ratio fell below the 
glomerular filtration fraction, tubular re-absorption may 
also occur. G. F. Somers 


438. Action of Tetraethyl Ammonium Bromide 

A. M. Boypb, G. R. CRAwsHAw, A. H. RATCLIFFE, and 
_R. P. Jepson. Lancet [Lancet] 1, 15-18, Jan. 3, 1948. 
3 figs., 8 refs. 


Fifty patients were studied to investigate the pheno- 
mena following the injection of tetraethylammonium 
‘bromide, a substance shown by experiment to have a 
paralytic effect on the pre-ganglionic synapse or ganglion 
cell. Doses of 500 mg. in 10% solution were injected 
intravenously. Blood pressure, pulse rate, size of pupil, 
skin temperature, and skin resistance were measured 
every minute until the pre-injection basal levels were 
reached. Twenty-five patients were “‘ normal’’, 15 had 
obliterative vascular disease, and 10 were liable to vaso- 
spastic episodes. Subjective effects include a distinct 
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taste, dry mouth, tinglings, occasional dizziness, 

and partial loss of visual accommodation. Objectiy, 
findings were a fall in blood pressure, more markeg in 
hypertensive patients than in normal individuals, 
having no advantages over that obtained with bay. 
biturates, a proportionate rise in pulse rate, Moderate 
dilatation of the pupils lasting for 20 to 30 minutes, g 
trivial rise in skin temperature, only 3 cases show 
vasodilatation, and a rise in skin resistance lasting rather 
longer than the rise in skin temperature—S0O minut, 
against 15 to 18. “In our hands tetraethylammoniyp 
bromide has a limited practical value in the study of the 
peripheral vascular response to sympathetic block, ang 
in no way compares with such reliable and proved tests 
as local nerve .block or paravertebral block.” [The 
abstracter would agree.] W. A. Bourne 


439. The Pharmacology of Compounds Related ty 
B-2,5-Dimethoxy Phenethyl Amine. I. The Ethyl, iso. 
Propyl and Propyl Derivatives 

A. M. Hyort, L. O. RANDALL, and E. J. DE Begg 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 92, 283-290, March, 1948. 10 refs. 


A series of phenylethylamine derivatives have been 
studied. Individual members were examined for toxicity, 
circulatory effects, mydriatic action, and effects on the 
isolated intestine and uterus. With a few exceptions, 
the compounds were neither very toxic nor innocuous to 
mice. Dogs were used for studies of circulation and 
several powerful long-acting pressor substances were 
discovered, of which 
isopropylamine was outstanding. Pressor activity was 
generally limited to the ethyl and isopropyl primary 
and secondary amines and the presence of a f-hydroxy 
group enhanced potency and duration. Pressor pro- 
perties were never found in compounds containing a 
B-methyl group. Tertiary and quaternary nitrogen 
derivatives were usually inactive. All 8-hydroxyisopropyl 
derivatives enhanced the action of adrenaline. All 
compounds contracted the isolated uterus of the guinea- 
pig and rabbit and relaxed the isolated rabbit intestine. 
Mydriatic activity in rabbits was strongly related to 
pressor activity and mydriasis was abolished by 0-5% 
physostigmine. G. F. Somers 


440. Pharmacological Properties of N, N-Dimethyl- 
Hydro- 
chloride (Thenylene Hydrochloride) a New Antihistamine 
Compound. [In English] 

L. W. Roth, R. K. RicHARDs, G. M. Everett, and I. M. 
SHEPPERD. Archives Internationales de Pharmaco- 
dynamie et de Thérapie (Arch. int. Pharmacodyn.] 75, 
362-370, Jan. 15, 1948. 2 figs., 21 refs. 


This substance (AH-42) is a thiophene derivative of 
“* pyribenzamine ” (tripelennamine, N.N.R.) which is a 
near relation of “ neoantergan”’ or “‘anthisan”’. Its 
antihistamine action has been demonstrated on the 
blood pressure of the anaesthetized cat, on the isolated 
guinea-pig ileum, on histamine shock and anaphylaxis 
in guinea-pigs, and by the histamine wheal test in rabbits. 
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Thenylene potentiated the pressor effect of adrenaline. 
Acute and chronic toxicity have been investigated and 

in different animals are given. No changes in the 
blood or urine or in liver function tests were noted in dogs 
which received 100 or 200 mg. daily for 5 months, but 
marked cloudy swelling was observed in the liver of rats 
receiving 0-1% thenylene in the diet for 6 months. This 
damage was reversible and was not seen in rats which 
had reverted to a normal diet for 16 days. Thenylene 
has been found useful clinically, the commonest side- 
effect being sedation. 

[No comparison of this and other antihistamine sub- 
stances is made apart from the observation that on guinea- 
pig ileum thenylene and neoantergan showed greater 
inhibition than did “* benadryl” or pyribenzamine. A 
report of clinical experience and some quantitative com- 
parison of pyribenzamine, benadryl, and thenylene has 
been given by Feinberg and Bernstein (see Abstracts of 
World Medicine, 1948, 3, 606).] Derek R. Wood 


441. Concerning the Adrenaline—Ergotoxine Reversal 
Phenomenon Upon the Blood Pressure. [In English] 

R. L. STEHLE and K. I. MELVILLE. Revue Canadienne de 
Biologie [Rev. canad. Biol.] 6, 761-776, 1947. 7 figs., 
4 refs. 


The ergotoxine—adrenaline reversal phenomenon on 
the blood pressure has been further investigated. The 


experiments were performed on “ spinal” cats or cats: 


under chloralose anaesthesia, both receiving artificial 
respiration. The reversal was most successfully demon- 
strated if ergotoxine was injected during the phase of 
vasodilatation caused by a previous injection of acetyl- 
choline, probably because ergotoxine action was facili- 
tated by the vasodilatation. The adrenaline-ergotoxine 
reversal phenomenon is probably due to capillary 
dilatation. The usual stimulatory effect of ergotoxine 
on the blood vessels is immediately converted to a purely 
paralytic action when the drug is injected. during a 
continuous infusion of adrenaline. If the experiments 
are carried out during an infusion of the pressor hormone 
of the pituitary gland, reversal is very much reduced, and 
there may even be a rise in blood pressure due to simul- 
taneous cardiac acceleration. Ergotoxine was found to 
antagonize the vasodilator action of atropine, and it 
appeared that ergotoxine must abolish the depressor 
action of atropine if the adrenaline effect is to be reversed. 
G. F. Somers 


442. Pharmacological Characteristics of Neohetramine, 
a New Antihistaminic Drug. I 

J. F. REINHARD and J. V. Scupt. 
Society for Experimental Biology and Medicine [Proc. 


Proceedings of the 


Soc. exp. Biol., N.Y.] 66, 512-515, Dec., 1947. 
6 refs. 


This substance, 2 -(N - dimethylaminoethyl - N - p - 
methoxybenzyl)-aminopyridine hydrochloride, was ex- 
amined for acute and chronic toxicity and antihistamine 
potency in rabbits and guinea-pigs. Its acute toxicity 
is about half that of “* benadryl ”’ or pyribenzamine ”’ ; 
there was no chronic toxicity in the doses used. Anti- 


1 fig., 


histamine potency varied widely, according to the test. 
With administration of histamine to guinea-pigs by 
intravenous injection or by nebulizer, the effect of 
“ neohetramine’’ was the same as that of benadryl. 
Against anaphylactic shock it was more effective than 
benadryl and about as effective as pyribenzamine. It is 
suggested that different types of hypersensitivity may 
require clinical treatment with different antihistamine 
drugs. V. J. Woolley 


443. Pharmacological Characteristics of Neohetramine, 
a New Antihistaminic Drug. II 

N. B. Dreyer and D. HArwoop. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 66, 515-516, Dec., 1947. 6 refs. 


Contractions of guinea-pig and cat uterus and of 
guinea-pig ileum were produced in vitro by histamine, and 
the quantities of ‘‘ neohetramine’’ needed to abolish 
such contractions were determined. The ratio neo- 
hetramine : histamine was 0-7 : 1 for cat uterus, 1-4: 1 
for guinea-pig uterus, and 2-7 : 1 for guinea-pig ileum. 
The depressor effect of histamine in the cat and dog was 
decreased but not abolished. The inhibitory action of 
histamine on the rat uterus was not affected, but vaso- 
constriction in the rabbit ear was completely counter- 
acted. Neohetramine caused a fall in cardiac tone in 
cats and dogs; it did not potentiate adrenaline effects, 
but depressed the secretory action of the chorda tympani. 

_V. J. Woolley 


444. Local Analgesic Action of Certain Antihistamine 
Drugs, and its Relation to the Antihistamine Effect. 
(Pouvoir anesthésique local de quelques antihistaminiques 
de synthése. Relations entre l’action anesthésique et 
l’action antihistaminique) 

B. H. HALPERN, G. PERRIN, and P. Dews. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol., Paris] 141, 1125-1128, Nov., 1947. 1 fig., 8 refs. 


Several synthetic antihistaminic drugs have been 
shown to possess in addition actions as local analgesics. 
The authors have searched for some relation between 
these two different actions in six drugs: ‘“‘ antergan’”’, 
2339 RP; “* neoantergan’”’, 2786 RP ; N-(dimethylamino- 
ethyl)-thiodiphenylamine, 3015 RP; N-(§-dimethyl- 
amino-«-methylethyl)-thiodiphenylamine, 3277 RP; N-y 
dimethylamino-propyl)-thiodiphenylamine, 3276 RP; 
and N-y dimethylamino - 8,8 - dimethylpropyl) - thio- 
diphenylamine, 3300 RP. The relative antihistaminic 
action of these drugs had been determined previously and 
no further investigations were performed. The figures 
quoted, expressed in terms of the number of minimal 
lethal doses of histamine given subcutaneously which 
could be withstood by a guinea-pig that had received 
20 mg. per kilo of the drug subcutaneously, are: 2339 
RP, 50; 2786 RP, 200; 3015 RP, 400; 3277 RP, 
about 1,400; 3276 RP, 20; and 3300 RP, 0. [Winter, 
J. Pharmacol., 1947, 90, 224, using a somewhat different 
technique and expressing his results differently, finds that 
both 2786 RP and 3277 RP are considerably more effec- 
tive than 3015 RP.] 
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The local analgesic effect of the drugs was determined 
on the rabbit’s cornea by the method of Regnier which, 
though not entirely satisfactory, gives comparable 
quantitative results. The drugs are all somewhat irritant 
to the cornea at a strength of 1%, and weaker solutions 
had to be employed. Cocaine hydrochloride, 1%, was 
used as a standard. All the six compounds, except 
neoantergan, proved to have good local analgesic powers, 
ranging from equality with cocaine in the case of antergan 
to a power more than six times as great as cocaine in the 
case of 3300 RP. The other drug devoid of antihista- 
minic effect, 3276 RP, was also a powerful local analgesic, 
four to five times as strong as cocaine. The authors were 
unable to find any relation between the antihistaminic 
action and the local analgesic action of these drugs. 
Further, they suggest that some of the local effects pro- 
duced by these drugs may be due to their action as local 
analgesics, rather than to their antihistaminic effects. 

Reginald St. A. Heathcote 


445. Thymoxyethyl-Diethylamine Antagonism and Anti- 
E. R. TretHewit. Australian Journal of Experimental 
Biology and Medical Science [Aust. J. exp. Biol. med. Sci.] 
25, 319-321, Dec., 1947. 2 figs., 2 refs. 


Thymoxyethyldiethylamine is a very toxic substance 
having a severe cardiovascular effect. There is some 
evidence that adrenaline is an antagonist for phenoxy- 
ethylalkylamines; the author has extended these studies 
to thymoxyethyldiethylamine by determining whether 
any antagonism exists some minutes after adrenaline 
has been injected, or at a time when the blood pressure 
has returned to normal. Blood pressure was recorded in 
3 cats, in one of which the vagi were cut, and it was found 
that injection of 0-1 ml. of 1 in 1,000 adrenaline slightly 
antagonized the succeeding vascular depressant effect 
caused by doses of 1 mg. of the diethylamine. However, 
atropine, ephedrine, and “ neosynephrine”’ did not 
appear to exhibit such antagonism. The five thymoxy- 
ethyldiethylamine analogues tested were found to be 
relatively inactive as antihistamine drugs. The tests were 
made on the ability to depress the response of the 
guinea-pig jejunum to histamine. H. M. Vernon 


See also Section Pharmacology, Abstract 471, and 
Section General Medicine, Abstract 554. 


446. Mode of Action of ‘ Parpanit’’ on Extra- 
pyramidal Motor Disturbances. (Uber die Wirkungs- 
weise des Parpanits bei extrapyramidal-motorischen 
St6érungen) 

K. Simma. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 114, 119-125, July-Aug., 
1947. 2 figs., 8 refs. 


The author carried out a few experiments in order to 
clarify the mode of action of “* parpanit ’’, the new drug 
which produces muscular relaxation in extrapyramidal 
conditions with increased muscle tone. Ergograph tests 
showed very little, if any, reduction of output; this points 
to a sensory rather than a motor origin of the muscular 


relaxation. Another set of experiments demonstrated that 
“ prostigmin ” has no antagonistic effect on the relaxa. 
tion caused by parpanit, as would have been expected if 
the effect of parpanit were due to its action on the neuro. 
muscular function. E. Guttmann 


447. Pharmacology of the Diethylaminoethyl Ester of 
Phenylcyclopentane Carboxylic Acid Parpanit 
(Actions pharmacologiques de l’ester diéthylamino. 
éthylique de l’acide phényl-cyclopentane-carboxylique 
(parpanit)) 

C. HeYMANs and G. R. DE VLEESCHHOUWER. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.] 75, 307-324, Jan. 15, 1948. 


8 figs., 9 refs. 


A new spasmolytic agent, “ parpanit’’ (chemically 
related both to pethidine and to “ trasentin ”’), has been 
found useful in controlling the symptoms of post. 
encephalitic Parkinsonism and paralysis agitans. This 
report is concerned with investigation of its pharmaco- 
logical properties in the dog anaesthetized with chloralose, 

Doses of 1 to 5 mg. of parpanit per kg. intravenously 
cause a slight transitory fall of blood pressure, but 
hypotension is marked after larger doses. An initial 
increase in heart rate is later followed by bradycardia, 
Doses which do not affect the systemic blood pressure 
cause dilatation of the vessels in the paw on injection into 
the femoral artery. The carotid sinus reflexes obtained 
by carotid occlusion are not altered by doses of parpanit 
which do not cause hypotension, but even small doses 
abolish the reflex cardiac inhibition which follows release 
of the carotid clamp. This is ascribed to the vagolytic 
activity of parpanit, which reduces or abolishes the 
bradycardia caused by peripheral vagal stimulation. 
Occasionally such stimulation is followed by a slight rise 
in blood pressure without effect on the heart rate. It is 
suggested that small doses of parpanit which inhibit the 
cardiac slowing due to vagal stimulation, D.F.P., or 
nicotine act by paralysis of intracardiac vagal synapses. 
Larger doses are required to abolish the bradycardia due 
to the action of acetylcholine at the post-synaptic endings. 
Even massive doses of parpanit do not abolish the vaso- 
dilator effect of acetylcholine and parpanit does not, like 
atropine, reverse the depressor effect of acetylcholine. 
The pressor effect of nicotine is blocked by parpanit. 
After an initial slowing, respiration is stimulated by 
parpanit, particularly in depth. Parpanit dilates the 
pupil even after sympathetic denervation. 

The contraction of the paw following stimulation of 
sciatic nerve is not prevented by parpanit, but the 
muscular fasciculations due to D.F.P., nicotine, or 
acetycholine are inhibited. The authors believe that this 
is additional evidence against a cholinergic or cholin- 
esterase mechanism being responsible for this action of 
D.F.P. or for transmission at the neuro-muscular junc- 
tion. Reduction of muscular tone, noticed particularly 
in the abdominal wall, is thought to be due to a central 
action. Intestinal tone and peristalsis are reduced by 
parpanit as are the effects of D.F.P. and nicotine on the 
intestine and bladder. Nicotine has only a stimulant 
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action and no secondary inhibitory action on respiration 
after parpanit, which also prevents the convulsant action 
of nicotine and its cardiotoxic action. Parpanit abolishes 
the vagal-like actions of D.F.P. and its action on striated 
muscle but has no action on the cholinesterases. Spon- 
taneous convulsions due to strychnine are inhibited by 
it but the animal may still respond to external 
stimuli by a convulsion. [See also Abstracts of World 
Derek R. Wood 


448. Further Experiments in an Attempt to Locate the 
Site of the Emetic Action of the Digitalis Glycosides 

M. DresBACcH. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 91, 307-316, Dec., 1947. 


29 refs. 


This investigation is a continuation of previously 
reported work on the site of the origin of the emetic 
response produced by digitalis glycosides. The experi- 
ments were performed on cats and dogs after extensive 
surgical denervations, the plan being to ascertain what 
effect sectioning of all visceral afferent neural pathways 
leading to the brain would have upon the initiation 
of emesis. The pure glycosides used were ouabain, 
thevetin, K-strophanthoside, and lanatosides A, B, and 
C, as well as strophanthidin, apomorphine, and nicotine. 
Emesis could be induced in cats and dogs whose afferent 
pathways had been completely cut, the completeness of 
the surgical procedures being confirmed at necropsy. 
These studies and other investigations by the author 
indicate that emesis due to glycosides can be produced 
extraviscerally, since emetic responses were not prevented 
by cutting the cardiac afferent nerves, abdominal vago- 
tomy, complete section of visceral afferent nerves, or 
complete hepatectomy. The data are not, however, 
sufficiently complete to state with certainty that the 
emetic action is entirely central, because there are still 
several other possible sites of action which have not been 
completely studied. There might be receptors in the 
head; the glycosides might liberate irritative substances; 
there might be more than one site of stimulation, or a 
species difference between man and animals. 

G. F. Somers 


449. Urinary Excretion Studies following the Administra- 
tion of Pteroic Acid 

A. L. FRANKLIN, E. L. R. Stokstap, and T. H. JuKEs. 
Proceedings of the Society for Experimental Biology and 
Medicine {Proc. Soc. exp. Biol., N. Y.] 66, 576-578, Dec., 
1947. 10 refs. 


Pteroic acid (see Angier et al., Science, 1946, 103, 667) 
was administered to human subjects, and its concentration 
in the urine determined by taking advantage of the fact 
that it supports growth of Streptococcus faecalis but not of 
Lactobacillus casei, while pteroylglutamic acid supports 
growth of both. After oral administration of 2 to 10 mg. 
the urine contained only traces; after intravenous admin- 
istration the urine contained 15 to 46% of the dose 
administered and about 1% was converted into pteroyl- 
glutamic acid. V. J. Woolley 
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450. Two Antibiotics Produced by a Streptomyces 

P. C. Trussett, C. O. FuLTON, and G. A. GRANT. 
Journal of Bacteriology {J. Bact.) 53, 769-780, June, 
1947. 8 refs. 


A streptomyces was isolated as a contaminant on a 
Petri plate seeded with Brucella abortus, a large zone 
of inhibition surrounding the mould colony. This 
streptomyces differed in its morphological and chemical 
characteristics from Streptomyces lavendulae and S. 
griseus, and could not be assigned to a species in any of 
the present schemes of classification. Chemical and 
physical investigation of the mould product, together 
with an examination of its antibacterial spectrum, showed 
that it closely resembled streptomycin. Slight differences, 
however, prompted further study, which demonstrated 
that the product contained a mixture of at least two active 
fractions, one probably identical -with streptomycin. 
The second fraction, which was toxic to mice, resembled 
streptothricin. The paper gives details of the production 
of antibiotic activity, the preparation of crude concen- 
trates, activity tests, and preliminary attempts to separate 
the active components. T. D. M. Martin 


451. Two Antibiotics (Lavendulin and Actinorubin) 
Produced by Actinomyces. I. Isolation and Charac- 
teristics of the Organisms 

A. KELNER and H. E. Morton. Journal of Bacteriology 
[J. Bact.] 53, 695-704, June, 1947. 13 refs. 


In a search for antibiotics effective against Gram- 
negative and acid-fast organisms, cultures were made 
from greenhouse soil, and any colonies of actinomycete 
were isolated. Asa preliminary screening test the action 
of these colonies against Bacterium coli and sometimes 
Mycobacterium smegmatis was determined by streaking 
the bacteria on a nutrient agar plate on which the moulds 
were growing. Actinomycetes markedly inhibiting one 
or both bacteria were regrown and tested against 8 
other species, and those which it seemed desirable to 
study further were grown in various fluid media at 28° C. 
Many showed great activity on agar but produced little 
or no antibiotic in fluid media. No chemical purification 
of the antagonistic substance was attempted unless it was 
possible to obtain crude filtrates inhibiting Bact. coli 
in a dilution of at least 1 in 100. The toxicity of these 
crude antibiotics when injected into mice in 1- or 2-ml. 
amounts was also studied. *. 

Two strains of actinomycetes isolated showed anti- 
bacterial properties of special interest. The first appeared 
to be a variant of A. lavendulae, but it differed con- 
siderably from A. lavendulae in appearance and nutri- 
tional requirements, and antibacterial tests made with 
its antibiotic showed the latter to be distinct from strepto- 
thricin. This new antibiotic was named “ lavendulin”’. 
The second strain, which could not be identified as any 
previously classified species, produced an antibacterial 
substance resembling streptothricin and streptomycin, 
but distinct from either of these. This antibiotic has 
been named “ actinorubin ” because of the characteristic 
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red mycelium which the organism forms on many media. 
Nutritional requirements of these strains and suitable 
media for the production of their respective antibiotics 
are described, and the antibacterial spectra of partially 
‘purified preparations against some 40 organisms are 
detailed. A selection from the latter is given below. 
The dilution unit referred to is the smallest amount of 
the antibiotic per ml. of “ bacto-nutrient’’ broth, 
pH 7-3, which permits growth of Bact. coli. 


Number of Dilution 
units/ml. Inhibiting 
Organism Test Organism 


Actinorubin| Lavendulin 

Staph. aureus... 0-06 0-015 
Strep. pyogenes .. 128 128 
Neisseria catarrhalis 0-03 
Corynebacterium diphtheriae .. 0-015 4 
Mycobacterium tuberculosis bovis 8 6 

B. subtilis 0-01 0-03 

B. subtilis (another strain) ei 0-5 0-125 
Salmonella typhi 0-25 0-015 


A study of possible microbial resistance against these 
two antibiotics was made with Bact. coli as test organism. 
It was found that much greater resistance to streptomycin 
could be developed than to actinorubin or lavendulin. 

T. D. M. Martin 


452. Chemotherapy and Pharmacology of Aerosporin. 
A Selective Gram-Negative Antibiotic 

G. BROWNLEE and S. R. M. Bususy. Lancet [Lancet] 1, 
127-132, Jan. 24, 1948. 9 refs. 


This antibiotic is produced by Bacillus aerosporus, and 
the authors call attention to the fact that an antibiotic 
described by American workers as “ polymyxin”’ and 
obtained from B. polymyxa seems to be almost identical in 
its effects. On such Gram-negative bacteria as Haemo- 
philus pertussis and members of the salmonella and 
dysentery groups the antibiotic is much more effective 
than streptomycin. In experiments carried out on mice 
aerosporin gave a high degree of protection against 
H. pertussis, and when mice were inoculated with S. typhi 
sO as to produce an overwhelming infection treatment 
with aerosporin resulted in a far higher survival rate 
than did treatment with streptomycin. Experiments 
in vivo showed also that this new agent was very effective 

_ against H. influenzae and further that when injected 
intrathecally into rabbits it was well tolerated. It may 
thus be useful in influenzal meningitis. The authors 
Suggest that it might be of value in coliform infections 
in human beings and, in the veterinary field, in H. 
bronchisepticus infections in dogs and calf-scour in calves. 

Aerosporin has been found to exert its bactericidal 
action equally well in broth and water, but susceptible 
organisms show no change in their structure as a result 
of its action. If serum is added to the culture fluid the 
bactericidal action is slower and is influenced by the 
number of organisms present. Aerosporin when given 
by mouth eliminates only the susceptible organisms from 
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the intestinal tract; it is not absorbed into the 
stream. When given parenterally it has the disadvan 
of not being excreted in the urine or bile, probably ag, 
result of the large size of its molecule. The authoy 
have found it difficult to develop aerosporin-resistj 
strains from primarily susceptible organisms. The 
toxicity of the substance is about thirty times as great 
streptomycin, but this is offset by the fact that sy 
organisms as H. influenzae and S. typhi are so much more 
sensitive to it than to streptomycin. Finally, aerosporip 
is non-haemolytic and has about the same toxicity tg 
leucocytes as has penicillin. J. Smith 


453. Antibiotic Activity of Subtilin and Streptomycip 
in the Presence of BAL 

H. H. ANDERSON and Y.-C. CHIN. Science [Science] 106, 
643-644, Dec. 26, 1947. 20 refs. 


Because the sulphhydryl groups in enzymes are im. 
portant in the mode of action of many substances, the 
authors studied the effects of BAL (2,3-dimercapto. 
propanol) on the bacteriostatic action of two antibiotics 
—subtilin and streptomycin. They employed 4 strains 
of mycobacteria, 2 human strains, 1 bovine, and | 
non-pathogenic, and also a strain of Méicrococcus 
lysodeikticus. Since BAL itself is bacteriostatic at a 
dilution of 1 in 10‘ a dilution of 1 in 105 was used in the 
experiments. It was found that the addition of BAL 
increased the effective bacteriostatic dilution of subtilin 
for all strains of mycobacteria, but not for Micrococcus 
lysodeikticus. Without BAL the bacteriostatic concen- 
tration of subtilin against the mycobacteria varied from 
1 in 2x 105 to 1 in 32x 105, whereas with BAL it varied 
from 1 in 32x 10° to 1 in 128105. With streptomycin 
the synergism was not so marked. Without BAL the 
bacteriostatic concentrations were 1 in 8x 10° to 1 in 
32x 105, and with BAL they were 1 in 32x 10° to 1 in 
64x 105. R. Wien 


454. Experimental Macrocytic Anaemia due to Oral 
Streptomycin and its Regression with Folic-Acid Therapy. 
(Anemia sperimentale macrocitica da streptomicina per 
OS € sua regressione con somministrazione di acido folico) 
T. Lucnerint and L. Scuiavetti. Policlinico, Sez. 
Pratica [Policlinico, sez. prat.| 54, 65-73, Jan. 19, 1948. 
7 figs. 


It has been shown that in the rat and the fowl folic acid 
requirements are met by synthesis through bacterial 
action in the bowel. Spicer demonstrated that liver 
extract, containing a high concentration of folic acid, 
would prevent the anaemia produced in rats by the 
prolonged administration of sulphonamides. The 
authors therefore gave streptomycin by mouth to deter- 
mine whether by its bacteriostatic and bactericidal action 
against Gram-negative organisms in the gut a macrocytic 
anaemia would be produced, and whether such an 
anaemia would respond to folic acid. Anderson and 
Jewell showed that streptomycin is not inactivated in 
the stomach and is only partly destroyed in the intestine; 
only a very small proportion, however (of the order of 
1 to 2%) is absorbed. Rats on a full normal diet were 
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‘yen 10 mg. of streptomycin by mouth daily for 10 days, 
then 20 mg. daily for a further 10 days. By the twenty- 
fifth day the erythrocyte and white cell counts were 
reduced to about 25%; the red cells showed anisocytosis 
and predominantly macrocytosis, increased poly- 
chromasia, basophilia, and marked ovalocytosis in some 
cases. There was among the white cells a relative in- 
crease of lymphocytes and eosinophils. The marrow was 
hypoplastic, with disappearance particularly of primitive 
red cells and myelocytes; there was a slight increase of 
eosinophil and plasma cells. When 0-4 mg. of folic acid 
was given daily by mouth or injection, the blood and 
bone-marrow pictures rapidly returned’ to normal. If 
the folic acid was given parenterally there was a reticulo- 
cyte crisis of 19% on the fourth day; if it was given by 
mouth one of 15% on the seventh day. The blood 
picture returned to normal by the fifteenth to twentieth 
day. The marrow also became normal apart from a 
‘prolonged excess of eosinophil leucocytes. Analogous 
results were obtained in chickens. 

; E. G. Sita-Lumsden 


455. The Bactericidal Action of Streptomycin 
L. P. GARrRop. British Medical Journal [Brit. med. J.] 
1, 382-386, Feb. 28, 1948. 6 figs., 18 refs. 


Streptomycin is bactericidal in vitro and some of the 
therapeutic effects may be due to a bactericidal action 
rather than to a bacteriostatic action. The bactericidal 
activity varied with the concentration of the drug, 
temperature, size of inoculum, and the medium. As 
regards the last named, the author found that rapid 
bactericidal action was demonstrable in a _ nutrient 
medium; in saline the activity was sometimes negligible. 
There were therefore several differences between the 
effects of streptomycin and of penicillin. The former 
can exhibit a bactericidal action which is rapid and 
increases with the concentration. Penicillin does not 
behave thus. Scott Thomson 


456. A Study of the Bacteriostatic Properties of Clito- 
cybine. (Etude des propriétés bactériostatiques de la 
clitocybine) 

C. RivigRE, Louis SALOMON, LEONE SALOMON, M. THELY, 
and G. GAUTRON. Annales de I’Institut Pasteur [Ann. 
Inst. Pasteur] 74, 118-123, Feb., 1948. 6 refs. 


Clitocybine obtained from Clitocybe candida, a toad- 
stool, although bacteriostatic and bactericidal to a large 
number of organisms, including infusoria, in vitro, is of 
little value in vivo because of its extreme toxicity. A 
single dose of 40 Oxford units given to a guinea-pig of 
500 g. weight renders the blood and tissues bactericidal 
to staphylococci for only 6 hours and a second dose 
causes death. Guinea-pigs inoculated with foot-and- 
mouth disease have been given injections of 20 Oxford 
units twice daily for 3 to 5 days. No lesions were seen 
in treated animals, but the therapeutic dose is very close 
to the toxic, for only 2 guinea-pigs survived three days’ 
treatment: these 2 animals were, however, cured. 

G. M. Findlay 
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457. Studies on Possible Interference between the 
Antibacterial Action of Penicillin and Lysis Caused by 
Lysozyme. (Ricerche su possibili interferenze tra azione 
antibatterica della penicillina e lisi da lysozyme lacrimale) 
A. GRIGNOLO. Beollettino d’Oculistica [Boll. Oculist.] 26, 
699-709, Nov., 1947. 2 figs., 21 refs. 


This paper, from the Ophthalmic Clinic of the Uni- 
versity of Pavia, deals with the possible interference 
between the antibacterial action of penicillin and the 
lysis caused by lysozyme. From the biochemical point 
of view lysozyme can be considered as a glycolytic enzyme 
which is capable of splitting glucosides at the surface of 
bacteria. Meyer and Hahnel define the lytic action of 
lysozyme as a hydrolysis leading to the depolymerization 
of a mucoid substance contained in the bacterial mem- 
brane. Whatever the mechanism of its action, bacteria 
sensitive to it disappear from their suspension by lysis. 
It has been shown with the electron microscope that the 
disintegration is real. At magnifications of 18,200 to 
19,600 the various stages of fragmentation and lysis 
have been observed. There seems to be real lysis of the 
bacterial protoplasm without the occurrence of eversion 
of the cellular membrane, as appears to happen when 
sulphonamides are applied, according to the observations 
of Gartner (Zb/. Bakt., 1943, 150, 97) with the electron 
microscope. No similar observations are available on 
the effect of penicillin, but recent investigations make it 
probable that the lysis is similar to that caused by 
lysozyme and different in its mechanism from the sulphon- 
amide lysis. 

The abundance of lysozyme in the lacrimal secretion 
makes its action of interest in connexion with the air- 
borne infections of the eye, although therapeutic experi- 
ments have not been successful up to now. Some time 
ago Fleming showed that the lysis caused by lysozyme 
may be inhibited by various chemicals; this led 
the author to study the interactions of lysozyme and 
penicillin. He used the Micrococcus lysodeikticus, 
isolated by Fleming, which is very sensitive to the action 
of lysozyme and insensitive to penicillin and two strains 
of haemolytic streptococci and Staphylococcus aureus 
which are sensitive to penicillin and insensitive to lyso- 
zyme. These organisms were cultured on solid and fluid 
media. The results showed that the lysis caused by 
lysozyme was not influenced by penicillin in concentra- 
tions used in ophthalmology, 10,000 to 50,000 units per ml., 
and that the antibiotic effect of penicillin on haemolytic 
streptococci or Staph. aureus remains uninfluenced by the 
lacrimal lysozyme. E. Forrai 


458. A Preliminary Report on a New and Simplified 
Penicillin Vehicle 

M. J. GooprrRiEND, I. C. FiscHER, and L. J. Caruso. 
New York State Journal of Medicine (N.Y. St. J. Med.] 
48, 192-193, Jan. 15, 1948. 1 fig. 


Trials were made with “ solvecillin’’, an emulsion of 
cholesterol esters with 1% beeswax, as a vehicle for the 
intramuscular injection of crystalline penicillin. The 
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desired volume of emulsion is introduced by syringe into 
the vial of dry penicillin, the container is agitated slightly, 
and the contents are withdrawn through a 20-gauge 
needle and injected in the usual way. Twenty patients 
received 100,000 units in 2-ml. emulsion, 35 received 
200,000 units in 2-ml. emulsion, 8 received 500,000 units 
in 3-ml., and 7 in 4-ml. emulsion. Mean results for the 
various groups are summarized in the table. Details 
of the scatter of individual results are not given. 


Blood Penicillin Levels 
Dose Received 
0-1 unit/ml. | 0-06 unit/ml. 
100,000 units (20 patients) 8 hours 12 hours 
200,000 units (35 patients) 10 hours 18 hours 
500,000 units (15 patients) | (not stated) >24 hours 


A mild urticarial rash was observed in 1 patient but 
this was controlled with “* benadryl”’. Injection abscess 
was not seen in any case in this series. G.I. C. Ingram 


459. Sensitisation of Penicillin-resistant Bacteria 
A. VoureKA. Lancet [Lancet] 2, 62-65, Jan. 10, 1948. 
2 figs., 1 ref. 


A number of strains of staphylococci and streptococci 
resistant to penicillin became sensitive when grown in 
the presence of other bacteria or treated by bacterial 
autolysates. Some of the resistant strains of staphy- 
lococci produced penicillinase, and it thus appeared that 
strains were included in the tests which were naturally 
resistant as well as strains which had developed a 
resistance. When the resistant bacteria were rendered 
sensitive they remained so after subculture. 

Scott Thomson 


460. Effect of Penicillin on the Bacteremia Following 
Dental Extraction 

R. J. GLaser, A. DANKNER, S. B. MATHES, and C. G. 
HARFORD. American Journal of Medicine [Amer. J. 
Med.) 4, 55-65, Jan., 1948. 92 refs. 


The importance of transient bacteriaemia after dental 
extractions in the pathogenesis of subacute bacterial 
endocarditis makes prophylaxis in potentially exposed 
subjects an urgent consideration. The authors report 
their observations in 40 patients who received 50,000 
units of penicillin intramuscularly 2-hourly for 24 hours 
before the extraction, and compare the results with those 
obtained in controls who did not receive penicillin. 
Blood for culture was taken before and usually within 
2, but always within 5, minutes after the extraction. 
Penicillin reduced the incidence of bacteriaemia con- 
siderably, but failed to prevent it in all cases; the 
organisms grown weie in both series «-haemolytic 
streptococci and non-haemolytic streptococci. The 
difference between the penicillin series and the control 
series was greatest in the groups with diseased gums, 
where the incidence of bacteriaemia was 41-4% (peni- 
cillin) and 78-9% (controls). A pronounced difference 
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- which should preferably be carried out singly. 


in favour of penicillin was also seen in the group of single 
extractions; with multiple extractions the percep 

were equal in both series. Local analgesia was used jp 
all cases; the effect of penicillin was greater, compara. 
tively, in the group who had infiltration analgesia thay 
in those who had block analgesia. The authors recom, 
mend that patients suffering from valvular or congenital 
heart disease should receive large doses of penicillin fop 
24 hours before and at least 2 days after extractj 


B. Samet 


461. A New Penicillin for Prolonged Blood Levels 

N. P. SULLIVAN, A. T. SyMMes, H. C. MILLER, and H. W, 
RHODEHAMEL. Science [Science] 107, 169-170, Feb, 13, 
1948. 7 refs. 


A new crystalline penicillin has been prepared by 
combining procaine with penicillin G. The crystals 
have a solubility of approximately 7,000 units per mj, 
in oil, oil and water emuision, or physiological saline: 
they contain not less than 90% penicillin G with a potency 
of 940 units per mg. (1,040 units per mg. theoretical), 
After intramuscular injection the blood level is said to 
remain elevated for a considerable period. This is 
correlated with the fact that at least 50% of the total 
weight of the particles are 50 yx or more in length. The 
greater the size of the penicillin particles the slower is 
said to be the rate of absorption. G. M. Findlay 


462. The Increase of the Antibacterial Effect of Penicillin 
through Pyramidon (A penicillin bacteriumellenes 
hatasanak névelése pyramidonnal) 

G. Ducks and L. Mosonyr. Orvosok Lapja [On. 
Lapja] 4, 74-76, Jan. 18, 1948. 2 figs., 16 refs. 


** Pyramidon’’ (amidopyrine) 0-3 g., given simul- 
taneously with penicillin raises the level of the latter in 
the serum. The effective level of penicillin can be 
maintained for 5 to 6 hours with repeated doses of 
pyramidon. The effectiveness of penicillin dissolved in 
beeswax is also increased through pyramidon. In 
certain circumstances when 3-hourly injections of penicil- 
lin are impracticable, pyramidon may maintain the 
effective concentration over a longer period.—[From the 
authors’ summary.] 


463. The Action of Phenyl Mercury Penicillate on 
Wounds Infected with Staphylococcus aureus in the 
Guinea-pig.. (L’action de la pénicilline-phénylmercure 
sur les plaies infecteés au staphylocoque aureus chez le 
cobaye) 

P. GoLp and E. FRoMMEL. Compte Rendu des Séances 
de la Société de Physique et d’Histoire Naturelle de 
Genéve [C.R. Soc. Phys. Hist. nat. Genéve] 64, 111-113, 
Aug.—Dec., 1947 


Penicillin was mixed with phenyl mercuric hydroxide. 
Wounds were made on the backs of guinea-pigs and 
infected with Staphylococcus aureus. Sodium-penicillin 
phenyl mercury penicillate, and ‘“‘ mapharsen”’ were 
applied to the infected wounds. One series of guinea- 
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was left as a control. Staphylococci were still 

present in the wounds after 48 hours’ treatment with 

and in the controls, but had disappeared from 

the wounds treated with phenyl mercury penicillate and 
mapharsen. G. M. Findlay 


464. The Action of Penicillin and of Sulphonamides on 
the Survival of the Spermatozoa of Guinea-pigs. (De. 
faction de la pénicilline et des sulfamides sur la survie des 
tozoides du cobaye) 

|. T. Beck and E. FROMMEL. Compte Rendu des Séances 
de la Société de Physique et d’Histoire Naturelle de 
Geneve [C.R. Soc. Phys. Hist. nat. Genéve] 64, 98-100, 
Aug.—Dec., 1947. 5 refs. 


Clinically it has been suggested that the administration 
of sulphonamides may inhibit spermatogenesis. Sulpha- 
thiazole, 1,000 xg. per ml., decreases the movements of 
about 25% of spermatozoa in 3 minutes, 60% in 
45 minutes, and 100% in 1 hour. Dilutions of 100 yg. 
have no action. Penicillin has no action on spermatozoa 
in vitro. G. M. Findiay 


465. Penicillin Treatment of Chorea. (Korede penisilin 
tedavisi) 

§. H. Tiner. Hastane Istanbul| 1, 523-527, 
Aug., 1947. 


Four cases of chorea were treated with from 20,000 to 
30,000 units of penicillin daily till a total of 1,500,000 
units had been given. Choreic movements rapidly 
ceased and the patients were apparently cured. 

G. M. Findlay 


466. Protection Against Bacterial Endotoxins by 
Penicillin and its Impurities 

C. P. MiLter, W. D. Hawk, and A. K. Boor. Science 
[Science] 107, 118-119, Jan. 30, 1948. 8 refs. 


Experimental results, computed statistically, are given 
on a sufficiently large group of mice to show that both 
crystalline and impure penicillin will protect mice against 
the endotoxin of Salmonella aertrycke. The total dose of 
penicillin was 15,000 units per mouse, and it was found 
that impure penicillin preparations provided a much 
better degree of protection than did pure crystalline 
penicillin. It is stated that mice can also be protected 
against the endotoxins of a number of other Gram- 
negative bacteria—Salmonella paratyphi A and B, Shigella 
paradysenteriae, Salmonella enteritidis, and Aerobacter 
aerogenes. R. Wien 


467. Biological Activity of Crystalline Procaine Peni- 
cillin in vitro and in vivo 
G. L. Hossy, E. Brown, and R. A. PATELSKI. Proceed- 
ings of the Society for Experimental Biology and Medicine 
pe Soc. exp. Biol., N. Y.| 67, 6-14, Jan., 1948. 4 figs., 
refs. 


_Crystalline procaine penicillins G and dihydro-F are 
highly effective antibacterial agents in vitro and in vivo. 
Crystalline procaine penicillins G and dihydro-F, in oil, 
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when injected intramuscularly in rabbits in a single dose 
of 30,000 units (0-1 ml.) per kilo body weight, in most 
instances produces blood levels lasting 24 to 30 hours or 
longer. Preliminary observations in man indicate that a 
single intramuscular injection of 300,000 units of crystal- 
line procaine penicillin G in oil may produce detectable 
blood levels lasting from 24 to 48 hours while penicillin 
may be excreted in the urine for at least 48 to 60 hours. 
Preliminary observations suggest that the toxicity of 
crystalline procaine penicillin is probably low. Other 
water-insoluble salts of penicillin when suspended in oil 
also produce marked prolongation of blood levels.— 
[Authors’ conclusions.] 


See also Section Microbiology, Abstract 540. 


SULPHONAMIDES 


468. Observations on the Prevention of Bacterial 
Growth by Sulphonamides, with Special Reference to the 
Harper and Cawston Effect 

N. WALKER, R. PHiLip, M. M. SMyTu, and J. W. McLzop. 
Journal of Pathology and Bacteriology [J. Path. Bact.] 59, 
631-645, Oct., 1947. 10 figs., 12 refs. - 


The comparative effects of horse blood and rabbit 
blood on the inhibition of staphylococci and streptococci 
by sulphonamides can be demonstrated very strikingly by 
means of the trench-plate technique. Heated horse- 
blood agar is used for one plate and rabbit-blood agar 
for the other, with the trench in each plate made of non- 
nutrient agar containing 0-5% sulphathiazole. The 
cultures of staphylococci and streptococci are inoculated 
by cross streaks at right-angles to the trench. 

The rabbit-blood agar plate will show growth of 
both organisms right up to the edge of the trench. 
Growth will probably be less dense—especially in the case 
of the streptococci—for the last half inch (1-25 cm.) 
before the trench. On the horse-blood plate there will 
be complete inhibition of growth of both organisms over 
the area adjacent to the trench, and only a very scanty 
growth of streptococci over an even wider area. This 
phenomenon, known as the Harper and Cawston effect 
(J. Path. Bact., 1945, 57, 59), has been more fully investi- 
gated by the present authors in an endeavour to find an 
accurate explanation. Many types of blood have been 
examined: only asses’ blood has anything like the same 
power as horse blood. Beyond revealing the fact that 
the property appears to be in the haemoglobin fraction, 
further analysis has not been helpful. Harper and 
Cawston could find no evidence that the phenomenon 
was due to diminished effect of p-aminobenzoic acid; 
after a special investigation of that point, the same 
conclusion was reached in the present study. Horse 
blood was effective with synthetic media in which ‘no 
inhibitory substance could be detected. When heated 
horse-blood-broth filtrates were concentrated it was 
found that the original effect was increased. These 
facts have led the authors to conclude that the effect is 
due, in a large measure, to potentiation of the sulphon- 
amides. H. J. Bensted 
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469. Chronic Carbon Dioxide Poisoning. Experimental 
Studies 
H. MEESSEN. Archives of Pathology [Arch. Path.] 45, 
36-40, Jan., 1948. 2 figs., 3 refs. 


This is a report from the Institute for Brain Research, 
Neustadt, Baden, on the lesions produced in 16 rats, 
16 guinea-pigs, 5 rabbits, and 3 dogs exposed to mixtures 
containing 1 to 26% carbon dioxide in air for periods of 
5 to 6 weeks, the oxygen pressure being maintained at 
normal to prevent anoxia. Degenerative changes were 
found in the lung alveoli and alveolar ducts where 
fibrin material from the alveolar walls merged with that 
from the capillary walls and was covered by chromatin 
masses arising from nuclear pyknosis. Necrotic cells 
were scattered throughout the liver lobules and sur- 
rounded by swollen lattice fibrils. Degenerative changes 
in the kidney were most pronounced in those rats exposed 
alternately and repeatedly to carbon dioxide and air 
mixtures, and to normal air. [Carbon dioxide is rapidly 
lost from the tissues with a return to normal atmospheric 
conditions.] The tubular epithelium was _ necrotic, 
especially in the cortico-medullary zone, with accumula- 
tions of calcium which blocked the lumen. Degenerative 
changes were also demonstrated in the ganglion cells of 
the one brain (guinea-pig) examined. E. T. Ruston 


470. Medical Report of the Bari Harbor Mustard 
Casualties 

S. F. ALEXANDER. Military Surgeon [Mil. Surg.] 101, 
1-17, July, 1947. 1 ref. 


At dusk on Dec. 2, 1943, German planes bombed 
the port of Bari in Southern Italy, sinking and setting 
on fire ammunition ships and tankers. Among these 
was a vessel loaded with about 100 tons of mustard gas 
and a large amount of high explosive. Mustard gas 
dissolved in oil spread over the sea, causing 617 gas 
casualties, 83 of whom subsequently died. In the excite- 
ment and confusion no general alarm of gas was given, 
and though, later, some survivors recalled ‘* an odour of 
garlic *’ many hours elapsed before the danger of gas 
contamination was realized. As a result rescue workers, 
first-aid personnel, and hospitals knew nothing of it, 
and many of the casualties remained in contact with oil 
and mustard for as long as 12 or even 24 hours. Some 
sustained vapour burns and mild injuries of the eyes, but 
‘the most serious casualties arose from extensive con- 
tamination with oily solutions of mustard. No anti-gas 
treatment was given. 

Suspicion of an unusual type of casualty first arose 
that evening in the resuscitation wards when eye symp- 
toms began to appear, erythema and blistering developed, 

.“* shock” took on some exceptional features, and the 
first death occurred 18 hours after exposure. Damage to 
the eyes resulted in burning and soreness, marked 
lacrimation, photophobia due to oedema of the con- 
junctiva and cornea, blepharospasm, and, in a small 
group of cases, purulent inflammation and ulceration. 
The mildest casualties were discharged from hospital on 


thé fourth or fifth day, and most of the eyes Were not 
causing further difficulties by the end of the first week. 
Skin lesions were preceded by irritation or a byrpj 

sensation, erythema appearing the following Morning 
and vesiculation shortly afterwards. Blisters were wide. 
spread 24 to 36 hours after exposure, although some 
vesicles were first seen as late as 7 days afterwards, 
Oedema of the skin was very severe in the initial phases, 
especially in patients who had been immersed in, oy 
covered with, the mustard-in-oil solution. After 36 to 
48 hours the subcutaneous tissues became oedematous: 
swelling in the genital regions gave rise to distresgj 


- symptoms. Several cases of paraphimosis required 


surgical care. The distribution of the burns seemed to be 
directly correlated with the type of exposure. 

The most disturbing features were unusual circulatory 
changes and shock, often so severe as to dominate the 
initial picture and correlated with the extent of surface 
burning and exposure to mustard gas. Blast injuries, 
too, played their part; the effect of a relatively mild 
mustard-vapour inhalation on pulmonary injuries dye 
to blast proved serious and sometimes fatal. Treatment 
was unsatisfactory, especially when mustard-gas con- 
tamination had occurred. G. R. Cameron 


471. Treatment of Phosgene Poisoning with Thymoxy- 
ethyldiethylamine 

E. R. TreTHewieE. Australian Journal of Experimental 
Biology and Medical Science [Aust. J. exp. Biol. med. Sci. 
25, 323-325, Dec., 1947. 2 refs. 


The author has previously shown that thymoxyethyl- 
diethylamine had a favourable effect on guinea-pigs 
which had been exposed to phosgene. He now describes 
similar investigations on dogs and mice. The 30 dogs 
were subjected to concentrations of 161 to 268 mg. per 
cu. metre of phosgene for periods of 19 to 35 minutes. 
Half of them were injected with the diethylamine, but 
the mortality rate in this group was found to be much 
higher than that in the other dogs used as controls. It 
appeared that the difference between these results and 
those obtained in guinea-pigs was due to the diethylamine 
having a much greater toxicity for dogs. A series of 
tests was made with mice, which were exposed to phos- 
gene for 10 to 15 minutes. Of the 32 mice treated with 
diethylamine 17 died, as against 14 out of the 32 un- 
treated mice. No confirmation was therefore obtained 
of the results of the guinea-pig tests. H.M. Vernon 


472. Studies on Experimental Phosgene Poisoning. I. 
The Pathologic Anatomy of Phosgene Poisoning, with 
Special Reference to the Early and Late Phases 

D. R. Coan, H. D. Bruner, R. C. HORN, M. FRIEDMAN, 
R. D. Bocue, M. D. McCartuy, M. H. Gipson, and 
J. SCHULTZ. American Journal of Pathology [Amer. J. 
Path.] 23, 1037-1073, Nov., 1947. 12 figs., 60 refs. 


This careful study of experimental phosgene poisoning 
in laboratory animals is mainly concerned with the 
histological changes in the respiratory organs; the find- 
ings are in close agreement with those of British investiga- 
tors during the 1914-18 and 1939-45 wars. Shortly 
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after “ gassing ” extensive emphysema, sloughing of the 
bronchiolar mucosa, and somewhat variable bronchiolar 
constriction are observed. Subsequently, peribronchial 
oedema, pulmonary congestion, and alveolar oedema 
develop in that order, with a rapidity and distribution 
roughly proportional to the severity of the exposure to 
gene. Recovery is primarily a process of resorption 
of oedema and scarring. A moderate cellular inflam- 
matory reaction accompanies this process and sometimes 
is so excessive as to be indistinguishable from broncho- 
pneumonia. Residual changes include pulmonary scar- 
ring, lobular emphysema, and small irregular areas of 
atelectasis and bronchitis. There is some reason to 
believe that similar changes are to be expected in man 
after gassing G. R. Cameron 


473. Studies on Experimental Phosgene Poisoning. 
IV. The Effect of ‘* Pressure Breathing ’’ on the Pul- 
monary Edema of Phosgene Poisoning 

R. D. BocHe, H. D. Bruner, T. R. TALBot, M. D. 


" McCartHy, and M. H. Gipson. American Journal of 


the Medical Sciences [Amer. J. med. Sci.] 214, 612-616, 
Dec., 1947. 17 refs. 


This paper records a careful investigation of the effects 
of pressure breathing with oxygen at 6 cm. H,O on dogs 
poisoned with phosgene. Both inspiratory and expira- 
tory pressure breathing were used, and adequate numbers 
of animals in each of the groups were exposed to the 
treatment for the first 36 hours after “* gassing’’. Mor- 
tality was not reduced, and haemoconcentration, as 
evidenced by haematocrit observations, and extent of 
pulmonary oedema were not favourably affected. In- 
deed, certain of the data suggested that such treatment 
may be harmful; it is therefore apparent that all such 
devices must be employed with caution and their adoption 
as regular therapeutic measures for “* gassing ’’ cannot be 
advocated. 

[The authors’ discussion of the principles involved in 
pressure treatment is a model of succinct writing and 
is well worth careful consideration by all interested in 
thoracic medicine. ] G. R. Cameron 


474. Chlorine Accident in Brooklyn 

H. Cuasis, J. A. Zapp, J. H. BANNON, J. L. WHITTEN- 
BERGER, J. HELM, J. J. DOHENY, and C. M. MAcLEop. 
Occupational Medicine [Occup. Med.} 4, 152-176, Aug., 
1947. 3 figs. 


A truck with a tank containing 100 lb. (45-4 kilos) of 
chlorine stopped near a subway entrance and ventilation 
gratings. Liquid gas escaped from a hole for 17 minutes. 
There was no visible cloud, but the gas could be smelt 
1,000 feet (305 m.) downwind. The dense gas found its 
way into the subway and 131 individuals from the subway 
were admitted to hospital, together with 2 who had been 
in the street. Thirty-three were in hospital for more than 
aweek. The first symptoms consisted of burning of the 
eyes, nose, and mouth with lacrimation, rhinorrhoea, 
and increased salivation, cough, choking sensation, and 
substernal pain; often there were nausea, vomiting, 
headache, and dizziness, and rarely syncope. All the 


symptoms except cough, substernal pain, and respiratory 
distress subsided within 24 hours. In all the 33 more 
severe cases tracheo-bronchitis was present within 
24 hours and lasted for about 7 days. Pulmonary oedema 
was observed in 23 patients, and 12 of these, besides 
2 others, developed pneumonia. Respiratory distress 
and substernal pain usually subsided within 4 days. 
Cough, however, became troublesome after the third day 
and produced thick teriacious mucopurulent sputum, 
but in most patients it subsided by the fourteenth day. 
Diminution in breath sounds was the most prominent 
physical sign, while rales and rhonchi were present for 
up to 2 weeks. 

Radiographs showed mottling, patches of irregular 
density, and differences in the degree of aeration of the 
two pulmonary fields. Of 8 patients who were cyanosed 
and had extensive pulmonary involvement but no 
appreciable haemoconcentration, 6 showed arterial 
oxygen unsaturation, the values being 91-2, 90-5, 88-1, 
84-6, 82-3, and 81-8%. Peripheral venous pressure was 
within normal range in 7 patients. In 11 there was a 
slight polymorphonuclear leucocytosis. 

Of the 33 severe cases, 15 were treated with sulpha- 
diazine (4 g. followed by 1 g. 4-hourly for 6 days) and 
5 of these developed pneumonia; 7 received penicillin 
(15,000 units 3-hourly), 2 developing pneumonia; and 
11 were untreated until pulmonary oedema was present 
and 7 of these developed pneumonia. Oxygen at 
atmospheric pressure was administered to all acutely 
ill patients for up to 96 hours, while oxygen under a 
positive expiratory pressure of about 4 cm. of water was 
given intermittently for intervals of 2 to 30 hours to 
19 patients. One patient had oxygen under constant 
inspiratory and expiratory pressure of 6 cm. of water for 
5 hours and intermittent expiratory pressure for 48 hours. 
Administration under positive pressure diminished 
the subjective sensation of respiratory distress and 
the objective evidence of respiratory difficulty in 14 of the 
20 patients; it also caused a diminution of the adventi- 
tious pulmonary sounds. Adrenaline and “ amino- 
phylline ’” given early appeared beneficial and if adminis- 
tered late were without effect. Eleven of the 33 patients 
were observed for 16 months and during that time there 
was no evidence that the chlorine had caused per- 
manent damage to the lung. K. M. A. Perry 


475. The Results of BAL» Treatment. (O wynikach 
leczenia BALem) 

W. Hartwic and J. Szeskin. Polski Tygodnik Lekarski 
[Polsk. Tyg. lek.] 2, 1439-1444, Dec. 15-22, 1947. 
19 refs. 


After a detailed survey of the properties and clinical 
action of BAL the authors report a case of mercury 
poisoning treated successfully with BAL. A man, aged 
24, developed severe signs of poisoning 24 hours after 
the first local application of ung. hydrargi for pubic 
lice. His temperature rose to 103° F. (39-4°C.) and 
an acute erythematous dermatitis developed in the pubic 
region, accompanied by severe diarrhoea. On the 
following day signs of nephritis appeared with jaundice 
and enlurgement of the liver. The authors attribute the 
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severity of his condition to oversensitivity to 
Four-hourly intramuscular injections of 1-5 ml. 10% BAL 
were given and no other treatment was applied. On the 
fourth day there was a definite improvement and treat- 
ment was discontinued after a total of 3-4 g. of BAL had 
been given. Complete recovery followed. The part 
played by BAL in the regeneration of the liver cells is 
discussed. 


J. T. Leyberg 


476. Skin Sensitization to BAL 
T. CORNBLEET. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 281-282, Dec., 1947. 1 ref. 


A case of personal skin sensitization with BAL is 
reported and described. The results of tests with por- 
tions of the molecule, and with chemical depilatories 
which were thought to have paved the way for the sub- 
sequent sensitization, seemed to show that the entire 
molecule was responsible. Both the Prausnitz-Kiistner 
passive transfer test and a scratch test gave negative 
results. G. B. Mitchell-Heggs 


477. Tolerance and Addiction Liability of 6-Dimethyl- 
amino-4-4-diphenylheptanone-3 (Methadon) 

H. Ispect, A. WIKLER, N. B. Eppy, J. L. WiLson, and 
C. F. Moran. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 135, 888-894, Dec. 6, 1947. 
4 figs., 7 refs. 


Tolerance to the following effects of methadon ” 
physeptone ’’)—analgesia, sedation, miosis, depression 
of caloric intake and of respiratory and circulatory 
actions—occurs in animals and man. Strong physical 
dependence on the drug develops in dogs after the 
subcutaneous administration of 1 to 5 mg. per kilo four 
times daily for 1 or 2 months. Physeptone completely 
alleviates the morphine abstinence syndrome in man, 
and prevents the signs of physical dependence in morphine 
addicts. After withdrawal of physeptone from men who 
have received the drug for from 1 to 6 months very mild 
abstinence symptoms ensue on the third day, reach a 
maximum on the fifth to ninth day, and subside by the 
tenth or twelfth day. Definite euphoria occurs after the 
administration of doses of 10 mg. or more to former 
morphine addicts, though this is rarely seen when physep- 
tone is used for the relief of pain in patients not previously 
addicted to morphine. Mild signs of dependence are 
only occasionally seen after the administration of physep- 
tone for the relief of pain for periods of time up to 

‘6months. The authors believe that physeptone must be 
classed as a drug of addiction and recommend that its 
manufacture and use should be subject to control. 

D. M. Dunlop 


478. Methanol Poisoning. [In English] 

O. Roe. Bulletin der Schweizerischen Akademie der 
Medizinischen Wissenschaften (Bull. schweiz. Akad. med. 
Wiss.] 3, 204-210, Dec., 1947 


The characteristic signs and symptoms of methyl 
alcohol poisoning are lassitude, anorexia, nausea, and 
giddiness, proceeding to epigastric pain and severe 
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vomiting. The pupils dilate and fail to react to light 
and, in severe cases, amblyopia and amaurosis appear 
The patient is confused and comatose; shortly befor 
‘death dyspnoea is replaced by apnoea. These mapj. 
festations are typical of acidosis but, because of negatiye 
results in experimental animals, the importance of this 
‘factor has been questioned. The author in a series of 
82 cases found that the prognosis varied with the 
of acidosis present. -In 48 severe cases (alkali reserye 
under 26 volumes per cent.) amblyopia or amaurosis was 
constantly found. Treatment with bicarbonate accord. 
ing to the nomogram of Van Slyke was “ very effective”, 
Ethyl alcohol is a powerful antidote, as shown by 
illustrative cases, both in preserving normal vision and 
in delaying the onset of acidosis. The explanation given 
is that ethyl alcohol prevents the oxidation of methyl 
alcohol to formic acid, which has a toxic action on the 
retina. Histologically, pronounced degenerative changes 


_ were found in the retinal ganglion cells of fatal cases, 


The author was unable to demonstrate such changes in 
experimental animals, which do not develop acidosis, 
and concludes that there are fundamental differences 
between the actions of methyl alcohol in animals and in 
man. 

[No experimental data are given, so that the assess- 
ment of results is difficult. The article appears to be 
an abstract of two other works, references to which are 
given.] P. N. Meenan 


479. Time Interval which may Elapse between the Injec- 
tion of Antiscorpion Serum and the Disappearance of Toxic 
Symptoms. (Intervalle de temps qui peut s’écouler entre 
linjection de sérum antiscorpionique et la sedation des 
symptomes d’envenimement) 

E. SERGENT. Archives de I’Institut Pasteur d’ Algérie 
[Arch. Inst. Pasteur Algér.] 25, 98-100, June, 1947. 1 fig. 


Since 1936 the author had the opportunity of studying 
209 cases of scorpion sting treated with antiscorpion 
serum. All the patients were at first seriously ill (mild 
cases responded within a few minutes to treatment with 
serum). In 95 patients there was a pronounced allevia- 
tion of toxic symptoms—local tenderness, sweating, and 
vomiting—within 1 hour of administration of the serum, 
and subsequently all were completely cured. In 40 cases 
improvement was not noticeable for 2 hours, while in the 


remainder symptoms were first alleviated from 3 to 19 
hours after. R. Wien 


480. Sodium Citrate in Treatment of Lead Encephalo- 
pathy 

E. E. WiLkinson. Texas State Journal of Medicine 
[Tex. St. J. Med.] 43, 442-445, Nov., 1947. 2 figs., 11 
refs. 


The author gives a brief review of previous work on 
the use of sodium citrate in the treatment of lead intoxica- 
tion. Sodium citrate in very dilute solutions forms a 
complex ion with lead and has a powerful solvent action 
on insoluble lead phosphate. One case is described of 
lead encephalopathy treated over a period of 2 months 
by daily doses of 2 to 3 g. of sodium citrate given by 
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h-tube. The patient, a child, had eaten lead 

int which had peeled from the house, and was admitted 
to hospital acutely ill with signs of increased intracranial 
Surgical decompression was carried out on 

the second day in hospital and sodium nitrate therapy 
was started on the third day, when her condition had 
already improved. There was no conclusive evidence of 
the benefit derived from the administration of sodium 
citrate, and the child was discharged with right optic 
atrophy and a 3rd-nerve palsy on the left side. Neverthe- 


jess the author considers that this treatment deserves 


further clinical trial for children with this condition. 
R. S. F. Schilling 


481. Thallium Intoxication. Three Cases of Suicide by 
Thallium Nitrate or Sulphate. (L’intoxication par le 
thallium. A propos de deux cas de suicide par le nitrate 
ou le sulfate thalleux) 

H. Rocer, J. BoUDOURESQUES, and P. BALozeT. Annales 
de Médecine [Ann. Méd.] 48, 379-390, 1947. 


INDUSTRIAL TOXICOLOGY 


482. Proteinuria and Kidney Injury Among Workmen 
Exposed to Cadmium and Nickel Dust. Preliminary 


Report. 
L. FriserG. Journal of Industrial Hygiene and Toxico- 
logy (J. industr. Hyg.] 30, 32-36, Jan., 1948. 17 refs. 


Workmen employed in a factory devoted to the manu- 
facture of alkali storage batteries complained of increased 
fatigue. Battery electrodes consist of hydrate of nickel 
and cadmium oxide and in the production these con- 
stituents form a fine dust; air analyses indicated the 
presence of 0-003 to 0-9 mg. of cadmium and 0-01 to 
0-7 mg. of nickel per litre of air. The employees at the 
factory were separated into a group of 19 men who had 
worked at the factory for under 3 years (average 1 year), 
and 1 of 19 men who had worked for 8 to 32 years. The 
men of this latter group were more subject than the 
others to fatigue, irritability, increased thirst, and short- 
ness of breath. Also 12 of them suffered more or less 
from the loss of sense of smell. No fewer than 18 men 
of the group had proteinuria. A weak Esbach test was 
obtained in 2 cases, while the Heller test gave positive 
reactions in 14 cases, and there was precipitation with 
25% trichloroacetic acid in 4 cases. Other tests seemed 
to indicate that the protein contained at least three 
components. Of the 17 patients tested with a spiro- 
meter 15 had emphysema, but x-ray examination revealed 
this in only 4 cases. H. M. Vernon 


483. Further Experience with the Range Finding Test in 
the Industrial Toxicology Laboratory 
H. F. SMyTH and C. P. CARPENTER. Journal of Industrial 


Hygiene and Toxicology [J. industr. Hyg.] 30, 63-68,. 


Jan., 1948. 9 refs. 


The present paper is an extension of one published in 
1944, which indicated the magnitude of some of the health 
hazards due to new chemicals. Most of the tests were 


carried out on rats, which were used in groups of 6 at 
dosages differing in a ratio of 10 (or less). In the tests 
on subacute oral toxicity now described doses were 
administered to groups of 10 rats for 30 days. The 
sample was incorporated in a diet of 1,000 g. ground 
whole wheat, 500 g. dried milk, and 20 g. iodized salt. 
Three or four dosage levels differing by a ratio of 2 or 4 
were administered. The criteria of injury were the 
effects on growth, appetite, fatality rate; and the micro- 
pathology of liver, kidney, and other organs. Dosages 
were selected so as to allow at least one group of rats to 
survive without apparent injury. An elaborate table of 
the results obtained with 29 chemicals is given. A second 
table records the effects of 36 chemicals in respect of ~ 
oral toxicity in rats (single dose), penetration of rabbit 
skin, inhalation of vapour by rats, and eye injury from 
fluid. In the skin absorption tests a 1-day rubber cuff 
was applied to rabbits. In the vapour-exposure tests 
concentrations were aimed at which would produce 
fractional mortality during a 4-hour exposure. The 
concentrations used differed by a ratio of 2. The eye- 
injury tests have recently been described by the authors 
in another publication, and are not further referred to. 
References to the tests on skin sensitization, which were 
made with 40 chemicals, are likewise omitted, as the 
results obtained were disappointing and offered no 
advantages over those carried out on human beings. 
M. Vernon 


484. Tellurium. III. The Toxicity of Ingested Tellur- 
ium Dioxide for Rats 

R. H. DE MEIo and W. W. Jetrer. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 53-58, 
Jan., 1948. 2 figs., 18 refs. 


In order to test the effects of tellurium dioxide on rats 
three pairs of rats were fed on rat food with which 
respectively 375, 750, and 1,500 parts per million (p.p.m.) 
of tellurium dioxide had been thoroughly mixed. The 
rats receiving 1,500 p.p.m. died after 24 days, and those 
receiving 750 p.p.m. were killed after 86 days. The 
other pair were alive and well after 128 days, but their 
weight was 17% less than that of the control rats; this 
must have been due largely to their reduced food con- 
sumption. The rats on 750 p.p.m. of tellurium put on 
scarcely any weight during the time the test lasted, while 
the rats on 1,500 p.p.m. rapidly lost weight. These 
results are entirely different from those obtained by de 
Meio on the toxicity of the element tellurium, when all 
the rats survived. In all of the rats in the present series 
there was a garlic-like smell of the breath within the 
first 24 hours, and it remained throughout the experi- 
ments. Marked oedema and swollen and reddened 
digits were observed in the rats given 750 and 1,500 p.p.m. 
of tellurium; together with a certain degree of paralysis 
of the hind limbs. There was an increased loss of hair, 
compared with the controls. On microscopical examina- 
tion of the tissues the principal changes were found in 
the liver and kidneys, although minor degenerative 
changes were irregularly seen in other organs. The 
tellurium was evidently narcotizing to hepatic parenchyma 
and the tubular epithelium of the kidneys. In the 2 
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rats receiving 1,500 p.p.m. of tellurium the major factor 
causing death was acute bronchopneumonia, and there 
were moderately severe liver lesions leading to confluent 
necrosis, while some of the kidney tubules showed 
complete cellular disintegration. H. M. Vernon 


{For part II, see Abstracts of World Medicine, 1948, 
3, 583.] 


485. The Determination of Lead in Freshly Voided 
Urine. A Rapid Screening Test 

J. CHOLAK, D. M. HuBBARD, and R. E. BurKEy. Journal 
of Industrial Hygiene and Toxicology [J. industr. Hyg.] 30, 
59-62, Jan., 1948. 2 figs., 6 refs. 


As a rule chemical laboratories in hospitals and 
industrial establishments are not equipped to carry out 
reliable determinations of lead in biological material. 
The authors describe a rapid method for determination 
of lead in freshly voided urine. It requires a minimum 
of equipment and manipulation, but it does not distinguish 
between lead and bismuth. The value of the method is 
greatest in investigations of occupational lead exposure 
in groups of individuals. A single determination can be 
made in 20 to 30 minutes. [The details of the test can 
be described here only in outline, and the original paper 
should be consulted for full information.] A 40-ml. 
sample of the urine is mixed in a 50-ml. centrifuge tube 
with 1 ml. of “ precipitating solution ”’ (of calcium chloride 
- and di-ammonium phosphate) and 4 drops of ammonium 
hydroxide (sp. gr. 0-900). It is centrifuged for 5 minutes, 
the supernatant liquid is decanted, the precipitate is 
washed and dissolved in HCl, and the volume made up 
to 40 ml.; 50 ml. of chloroform is added, the mixture is 
shaken, and the chloroform layer is discarded so as to 
remove organic substances. Then 30 ml. of a “ buffer 
solution’ (containing citric acid, potassium cyanide, 
sodium sulphite, and dithizone) is added, and the 
mixture shaken with 10 ml. of chloroform. The density 
of transmission of the chloroform solution is measured 
with a Beckman spectrophotometer at 510 my. The 
photometer readings are evaluated from a calibration 
curve previously prepared with known amounts of lead 
solution. Samples of the results obtained with this 
method and that of Bambach and Burkey are quoted; 
hey show fairly satisfactory agreement. H.M. Vernon 


486. Two Outbreaks of Carbon Disulfide Poisoning in 
» Rayon Staple Fiber Plants in Poland 

E.A.Patucu. Journal of Industrial Hygiene and Toxico- 
logy {J. industr. Hyg.) 30, 37-42, Jan., 1948. 3 refs. 


Two severe outbreaks of carbon disulphide poisoning 
occurred in the viscose rayon industry in Poland, one 
during the war and one shortly after. Of the 600 workers 
exposed in one factory during 1941 and 1942, 148 showed 
carbon disulphide poisoning. Of these 30% suffered 
from encephalopathy, 52% from marked polyneuritis 
(especially of the peroneal muscles), and 18% from psychic 
symptoms such as agitation, hallucinations, depression, 
and somnolence. The morbidity rate during 1943-4 
was probably as great. The spinning machines and 
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desulphuring baths in the factory were located in on, 
room, very close to each other. The general and local 
ventilation provided was inadequate, and two analyses 
of the air made in 1943 showed respectively 326 ang 
451 parts per million (p.p.m.) of CS2, and 83 and 24% 
p.p.m. of H,S; the maximum allowable concentration 
adopted by the American Standards Association jg 
20 p.p.m. for both gases. In a second factory, tested ip 
1945, 220 workers were employed in staple fibre opera. 
tions, the spinning machines and desulphuring baths 
being again in one room. The general and local ventila. 
tion systems were damaged during the war, the exhaust 
system showed fundamental faults of construction, ang 
the machinery was in very poor condition. Numeroys 
analyses of the air were made in 1946, and they showed 
a maximum of 370 p.p.m. of CS, near the desulphuring 
baths, and one of 125 p.p.m. near the spinning machines, 
The maximum for H.S was 65 p.p.m. When these facts 
became known to the management alterations and 
improvements were carried out, with an immediately 
favourable effect on the health of the employees. 
H. M. Vernon 


See also Section Hygiene and Public Health, pages 
116 and 117. 


INSECTICIDES AND REPELLENTS 


487. Aédes aegypti Control in the Absence of a Piped 
Potable Water Supply 

P. F. pe Carres. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 27, 733-743, Nov., 1947. 12 figs, 
3 refs. 


The city of Georgetown has some 90,000 inhabitants 
but lacks a piped potable water supply and, in con- 
sequence, presents many pressing problems to those 
responsible for maintaining the health of the community. 
The most dangerous threat to the city is probably yellow 
fever because, although the disease has not been known 
to occur in the coastal towns since 1909, jungle yellow 
fever is present in the interior and menaces the cities on 
the coasts so long as the incidence of Aédes aegypti in 
the coast cities remains high. Since 1939, the Inter- 
national Health Division of the Rockefeller Foundation 
has assisted the Health Department of British Guiana; 
this joint organization, using the classical control 
methods, was successful in eradicating A. aegypti from 
rural areas, but failed to do so in the urban areas, parti- 
cularly in the capital, Georgetown. The reasons for this 
failure are considered in detail by the author, but the 
main causes were twofold: (1) the occasional occurrence 
of a “ 4-day egg-adult cycle’ which could not be con- 
trolled by the 7-day inspection cycle; (2) the absence of 
a piped water supply which caused the inhabitants of 
Georgetown to collect, store, and often hide water by a 
variety of methods, some of which escaped control 
because of legal procrastination. In 1945 a_ small 
experiment was carried out to test the value of residual 
spraying with DDT. The result of this experiment 
was so satisfactory that it caused the classical control 
measures previously adopted to be considerably modified 
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so as to include residual spraying with DDT; where this 
method has been employed A. aegypti has been com- 
ly eradicated. To achieve this result a 5% solution 
of DDT in kerosene is applied at an estimated dosage 
of 100 mg. DDT per square foot (0-9 sq. metre) to walls 
and low ceilings at a cost of B.W.I. $0-47 to $0-59 per 
head of population; in contrast, the much less effective 
classical methods cost $1-39 per head of population in the 
rural areas and “ infinitely greater” in the urban areas. 
The author considers that this lowering of cost is mainly 
due to rapidity of action and persistence of effect of 
DDT. R. M. Gordon 


488. Effects of Chronic DDT Intoxication in Rats on 
Lipids and Other Constituents of Liver 

H. P. Saretr and B. J. JANDoRrF. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 91, 
340-344, Dec., 1947. 10 refs. 


The authors have confirmed the finding that liver 
hypertrophy and an increase in fat content accompany 
the chronic intoxication of rats with DDT. The drug 
was administered orally in corn oil or incorporated in the 
diet, the experiments ranging from 30 to 100 days. 
Samples of the livers were assayed for glycogen and for 
lipids. The livers of the animals which had received 
DDT were much larger than those of the controls, but 
the percentages of water and glycogen were not increased. 
While the total lipids per liver were increased by some 
50% over those of the controls, the differences were 
largely accounted for by the great increase in weight of 
the organ. The actual concentration of total lipids 
present, although significantly greater after administra- 
tion of DDT, did not show a great difference from that 
in the controls. The possibility that choline deficiency 
had an influence was ruled out by the fact that addition 
of 0:2% choline chloride to the diet did not affect the 
lipid changes. G. F. Somers 


489. A Comparison of the Effectiveness of 5 and 10 
Per Cent DDT Dusts for the Control of Rat Fleas 


-H. P. NICHOLSON and T. B. Garnes. Public Health 


Reports [Publ. Hlth Rep., Wash.] 63, 129-136, Jan. 30, 
1948. 4 figs., 2 refs. 


It has been shown that if rat-infested buildings are 
dusted with 20% DDT, the flea indices of rats caught in 
them fall from an average of 13-9 per rat before dusting 
to 0-6 per rat after dusting (Davis, Publ. Hith Rep., Wash., 
1945, 60, 485). Since these results suggested a possible 
method for controlling the spread of bubonic plague and 
murine typhus, further investigations were carried out by 
Ludwig and Nicholson (Publ. Hith Rep., Wash., 1947, 
62, 77). These authors, using a 10% DDT powder, 
reduced the Xenopsylla cheopis infestation rate on 
rodents caught in infested premises by 99-3% in 5 to 11 
days. 

The present paper is concerned with the results of 
further reducing the concentration of DDT in the dust 
from 10 to 5%. The experiments were carried out on 
tat-infested houses in Savannah over a period of 3 months 


in the summer of 1946, and were abandoned when the 
flea index began its normal fall with the approach of 
winter. During the investigation a total of 980 rats (all 
but 4 of which were R. norvegicus) were collected from 
treated and control houses, and their ectoparasites 
identified and counted. The results obtained with 5% 
DDT powder were as spectacular as those previously 
recorded with the 10% dust. In both instances “ the rat 
flea populations were almost completely eliminated with- 
in approximately 1 week after the application of both the 
5% and the 10% dusts ”’. R. M. Gordon 


490. Benzene Hexachloride for Area Control of Trom- 
biculid Mites 


J. P. LinpusKa and F. A. Morton. American Journal 


of Tropical Medicine [Amer. J. trop. Med.] 27, 771-777, 
Nov., 1947. 4 refs. 


Effective protection of the individual against trom- 
bicula is achieved by the use of dimethylphthalate-treated 
garments but, in certain circumstances, area treatment by 
chemicals is essential, and it has been shown by previous 
workers that the outstanding chemical for this purpose is 
benzene hexachloride. The present report deals with 
field experiments in which this substance was used to 
destroy or immobilize the trombiculid mites, Acariscus 
masoni Ewg. and Eutrombicula alfreddugesi (Oud.). 
Crude benzene hexachloride (gamma-isomer content 


_of about 12%) was found highly effective in the field for 


the control of these mites. ‘‘ Practical eradication was 
obtained by applying this material as a 3-per cent spray 
in fuel oil, using about 6 pounds (2-7 kg.) of the crude 
material per acre (0-4 hectare), and as a 10-per cent 
dust in talc, at the rate of 10 pounds (4-5 kg.) per acre. 
A 12-per cent spray in cyclohexanone dispersed by air- 
plane gave immediate and residual control at dosages of 
6 to 13 pounds of benzene hexachloride per acre. Con- 
trol was nearly complete within an hour and remained so 
for at least 30 days.”’ Complete control of mites was 
obtained by strewing the ground with coarse materials 
previously impregnated with benzene hexachloride. 
“The dosage necessary for control by this method was 
greater than by other methods, and appeared to be 
strongly regulated by the nature of the ground cover. 
In areas covered by a dense vegetative growth a rapid 
and practical control was obtained when as little as 
10 pounds of the toxicant per acre was used. However, 
in plots with moderate ground cover dosages of 20 to 
40 pounds per acre were required for the satisfactory 
elimination of mites.”” It appears probable that the 
complete eradication was not achieved by immediate 
direct contact between the mites and the insecticide, and 
the authors discuss the question whether destruction of 
the mites was due to their movements bringing them into 
direct contact with the impregnated material or whether, 
as the authors consider more likely, it was due to the 
indirect fumigating action of the benzene hexachloride. 
[If the latter view is the correct one, it suggests the need 
for further investigation of the effect of “‘ gammexane ” 
when employed against various arthropods under condi- 
tions which render direct contact difficult.] 

R. M. Gordon 


| 
| 

‘acts | 

and 

ely 

mn 

ages 

iped 

cine 

igs., 

ants 

lity. 

low 

own 

On 

i in 

\ter- 

ina; 

trol 

rom 

arti- 

this 

the 

nce 

on- 

of 

of 

ya 

trol 

nall 

jual 

ent 

trol 

fied 


Radiology 


491. Heparinemia. An Anticoagulant in the Blood of 
Dogs with Hemorrhagic Tendency After Total Body 
Exposure to Roentgen Rays 

J. G. ALLEN, M. SANDERSON, M. MILHAM, A. KIRSCHON, 
and L. O. Jacopson. Journal of Experimental Medicine 
[J. exp. Med.] 87, 71-85, Jan. 1, 1948. 2 figs., 15 refs. 


_ In 25 dogs irradiated with 240 r over the whole body 
the clotting time became prolonged about the sixth day, 
haemorrhages occurred towards the end of the second 
week, and the dogs died 2 or 3 days later. The blood 
calcium level was unchanged, the prothrombin time fell 
Only terminally, and the fall in the platelets was unrelated 
to the bleeding or to the prolonged clotting time. The 
clotting time was not shortened by the addition of 
thromboplastin, but was shortened when trypsin or 
thrombin was added. By addition of the plasma to 
plasma from a normal dog, anticoagulant was demon- 
strated in the abnormal plasma. As heparin can be 
inactivated by some basic dyes and proteins, toluidine 
blue and protamine sulphate were added and found to 
neutralize the anticoagulant both in vitro and in vivo, 
although they did not shorten the bleeding time. 
Vitamin K did not prevent haemorrhages in these dogs, 
and toluidine blue did not arrest the haemorrhages due 
to dicoumarol. A heparin-like substance was isolated 
from the abnormal blood. Marjorie Le Vay 


492. A Rare Professional Injury due to X Rays. (Eine 
seltene Berufsschadigung durch R6ntgenstrahlen) 

J. Korsier. Radiologia Clinica (Radiol. clin., Basel| 17, 
29-31, Jan., 1948. 


A case of damage to the nails and the skin of the toes 
caused by x-ray screening in mass radiography with 
insufficiently protected small portable apparatus is 
reported.—[Author’s summary.] 


493. Direct Infiltration of Radioactive Isotypes as a 
Means of Delivering Ionizing Radiation to Discrete 
Tissues 

P. F. Haun, J. P. B, GoopELit, C. W. SHEPPARD, R. O. 
* CANNON, and H. C. Francis. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.} 32, 1442-1453, 
Dec., 1947. 4 figs., 8 refs. 


Colloidal gold containing radioactive Au?®* (half- 
life 2-7 days) was injected into tumour tissue in thera- 
peutic amounts. The location of the gold and its 
retention in the tumour can be determined by gamma- 
sensitive Geiger-Miiller counters. The treatment of a 
number of clinic cases of malignant tumours (mostly far 
advanced) with radioactive gold is described. Correct 
dosages are not at the moment known, and usually an 
attempt was made to err on the conservative side, so that 
under-treatment resulted. In general the tumour tissue 
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retained the colloid and in some cases definite improve. 
ment was noted; in others there was no change, pro 
because of under-dosage. Some metastatic lesions 
so vascular that injection resulted in the colloidal particles 
being removed by the blood. Other tumour tissue was 
found to be so friable that it could not hold the liquid 
and the colloid leaked out. Ralston Paterson 


494. Colloidal Gold Containing the Radioactive Isotype 
Au’*® in the Selective Internal Radiation Therapy of 
Diseases of the Lymphoid System 

C. W. SHEPPARD, J. P. B. GoopeLL, and P. F. Hany, 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.] 32, 1437-1441, Dec., 1947. 5 refs. 


The use of colloidal gold containing radioactive Ay 
(half-life 2-7 days) for treatment of diseases of the 
lymphoid system is described. The gold emits both 2 
and ¥ rays, and the latter can be used for external tracing 
of the gold in the body. The gold is activated in the 
uranium chain-reacting pile at Oak Ridge and is free from 
prolonged radioactivity. The preparation of the colloid, 
the dosage measurement, and the administration are 
described. No toxic effects due to the gold have been 
observed. Ralston Paterson 


495. X-ray Therapy of Vasomotor Rhinitis. (Rént- 
genbehandlung der Rhinitis vasomotorica) 

F. NIEMANN. Strahlentherapie [Strahlentherapie] 71, 
237-241, 1948. 9 refs. 


The symptoms of vasomotor rhinitis are discussed and 
the theoretical background of radiotherapy in this 
disease is reviewed. The author treated 24 classical 
cases at the Institute of Radiology, Liibeck, with complete 
cure in 18 cases. He chose his fields with a view to 


irradiating the peripheral and vagus ganglia. Medium 


hard rays are used; the factors are: 90 kV, 3 mA, 
2 mm. AI filter, 30 cm. skin-focus distance, field of 14 
cm. diameter, half-value layer 2-5 mm. Al. Two 
antral fields meeting over the nose are irradiated with 
130 r skin doses, the eyes being protected. Eight days 
later the same fields are irradiated with 180 r. This dose 
is repeated twice at 8-day intervals and 8 days after the 
last dose 130 r are given as with the first dose. 
W. J. Czyzewski 


496. Roentgenologic Aspect of Certain Lesions of Bone: 
Neurotrophic or Infectious? 

J. R. HopGson, D. G. PuGu, and H. H. Younc. Radio- 
logy [Radiology] 50, 65-71, Jan., 1948. 7 figs., 3 refs. 


The authors have investigated 61 patients, 35 men and 
26 women, whose radiographs of the feet showed destruc- 
tion of bone entering into the metatarso-phalangeal joints 
and progressive atrophy of the shafts of the affected 
bones. Such lesions are to be found in patients with 
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defects in the central nervous system often associated 
with so-called trophic ulcers. They are usually described 
gs neurotrophic lesions, but the authors contend that, 
though there may be evidence of nerve lesions, the bone 
and joint changes are essentially due to infection of the 
surrounding soft tissues. 

[The abstracter has illustrated atrophic changes of 
this nature in large long bones which had been involved 
in osteomyelitis during infancy. The inflammatory 

in some cases destroys the bone-forming cells 
and prevents further growth. To this must be added 
disuse atrophy, as seen in non-infected paralytic limbs. 
The neurotrophic contribution to the inception of the 
infection and the later continued atrophy must be 
considered. ] James F. Brailsford 


497. The Significance of the Widened Septum Pellu- 
cidum 

R. M. Lowman, R. SHAPIRO,. and L. C. COLLINS. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 59, 177-196, Feb., 1948. 16 
figs., 41 refs. 


The importance of widening of the septum pellucidum is 
discussed and the lesions which offer difficulty in dif- 
ferential diagnosis are considered. The embryology and 
anatomy of the septum pellucidum and especially of the 
cavum septi pellucidi and cavum Vergae are described. 
The septum should be 0-2-0-3 cm. in width; a greater 
width is abnormal and needs full investigation. 

A list of causes of widening of the septum is given. 
They are divided into two groups; the second group 
includes those conditions which have been enumerated 
in the literature as offering problems in differential 


.diagnosis, but which, in the authors’ view, can readily be 


differentiated from the lesions of the first group. (a) 
Cysts of the cavum septi pellucidi and cavum Vergae may 
be communicating or non-communicating. The com- 
municating type is easily recognized after intraventricular 
air injection; the non-communicating is rare. The 
cysts may distort the foramina of Monro. (6) Tumours 
of the septum are so rare that the authors report 3 cases 
fully and with encephalographic pictures. They point 
out that the radiological appearances of non-communi- 
cating cyst and tumour of the septum are identical. 
They advocate that a trocar should be inserted into a 
midline mass and an attempt should be made to fill it 
with air and so establish a diagnosis. Of their 3 cases 
two proved to be due to fibrillary astrocytomata and 
the third to either an oligodendroglioma or an astro- 
cytoma. The observation that both cysts and tumours 
of the septum may displace a calcified pineal body 
downwards is of value. (c) Agenesis of the corpus 
callosum. Defects of the corpus callosum vary from 
minor defects to complete absence. The seven charac- 
teristic features described by Davidoff and Dyke are 
discussed. (d) Tumours of the corpus callosum should 
not be mistaken for communicating cysts of the septum 
but may cause confusion with the non-communicating 
cysts unless the latter are converted into the communica- 
ting type by air injection. The differential diagnosis 


between tumour of the corpus and agenesis is reviewed. 
M—L 
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The second group consists of lesions which can be 
distinguished from those included in the first group. 
Laminagraphy may help, as well as the technique 
recommended by Twining for visualization of the third 
ventricle and aqueduct. (a) Tumours of the third 
ventricle include colloid cysts, adamantinoma, and 
epidermoid tumours. It is important to confirm the 
diagnosis as these tumours are benign and in most cases 
operable. The filling defect of the third ventricle must 
be demonstrated. (5) Pinealoma gives rise to a filling 
defect at the posterior part of the third ventricle. (c) 
Tumours of the lateral ventricles are usually ependy- 
momata. These tend to be asymmetrical and deform 
one ventricle. (d) Midline frontal tumours separate the 
frontal horns and produce a characteristic defect in the 
lateral view. (e) Olfactory groove meningiomata and 
(f) parasagittal meningiomata should cause no difficulty. 
(g) Tumours of the optic thalamus may cause bilateral 
equal invasion and deform the posterior part of the third 
ventricle. This should be seen in the lateral view. 
Often these tumours are unilateral. M. H. Jupe 


498. Planigraphy in the Diagnosis of Bronchogenic 
Carcinoma 

L. G. RIGLER and T. B. MERNER. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.| 58, 267-276, Sept., 1947. 7 figs., 11 refs. 


This is a report on 49 cases of primary bronchial 
neoplasm examined by planigraphy. In only 5 cases was 
there failure to demonstrate the tumour, and the authors 
claim that with improved technique the method should 
prove even more useful. They point out that it is free 
from the risks attendant on both bronchography and 
bronchoscopy, but do not suggest that it should supplant 
these methods. Planigraphy can be used as a supplement 
to, or substitute for, bronchography, and may be of the 
utmost value when the tumour is lying in the upper lobes, 
in which case bronchoscopy so often fails to give any 
information. An actual filling defect may be demon- 
strated in the bronchus or an elongated stenosis of the 
bronchus may be visualized. It is possible.in some 
cases to determine the presence of a peribronchial or 
extrabronchial mass. Finally it is often possible to 
demonstrate invasion of other bronchi by direct extension 
of the primary tumour. The standard technique 
employed by the authors is to take three films at 8, 10, 
and 12 cm. respectively from the table top, and then a 
further two films, the first 1 cm. in front and the second 
1 cm. behind the “ scout ”’ film, which gives the most 
information. They point out, however, that it is neces- 
sary to take the films parallel to the plane of the 
bronchus; otherwise the appearances of bronchial block 
may be simulated. L. G. Blair 


499. Arteriography in Cases of Aneurysm and Arterio- 
venous Fistula: with a Review of the Literature Conerning 
the Choice of Solution 

H. B. SHUMACKER and A. F. Gooey. Yale Journal of 
Biology and Medicine [Yale J. Biol. Med.] 20, 273-289, 
Jan., 1948. 7 figs., bibliography. 


Pathology 


500. Reticuloendothelial Cells Reacting to Toxic Antigens 
and to Infection 

P. Bueno. Archives of Pathology [Arch. Path.) 44, 
635-638, Dec., 1947. 4 figs., 2 refs. 


The effects of intravenous or intracardiac injections of 
saline extracts of Salmonella paratyphi A, brucellergin, 
tetanus and diphtheria toxin, and living Bacillus anthracis 
were compared with those of egg albumen and of normal 
horse serum; the animals were killed between 7 and 30 
hours after injection. With all four toxic antigens, 
necrosis of the Kupffer cells of the liver, of the germinal 
cells of the lymph follicles of the spleen, and of the 
lymph nodes developed, the more mature cells being 
unaffected. The affected cells are those which react in 
anaphylactic shock. G. Discombe 


For cancer in industry see Section Hygiene, Abstract 
391. 
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501. Desoxycorticosterone Acetate, Mammary Gland 
Growth, and Carcinogenesis in Mice 

L. A. Srrair and K. B. DeOme. Cancer Research 
[Cancer Res.] 7, 310-311, May, 1947. 4 figs., 6 refs. 


It has been reported that desoxycorticosterone acetate 
stimulates mammary development without inducing the 
growth of mammary tumours in male mice of cancer- 
susceptible strains. Consequently it has been inferred 
that the tumour-inducing action of oestrogens must be 
attributed to a direct carcinogenic action in addition to 
the stimulation of mammary glands and development. 
The authors re-examined the action of desoxycorti- 
costerone acetate on 27 intact and 6 castrated male mice 
of the C3H strain, in which oestrogens cause a high 
incidence of mammary tumours. Whole mounts of 
mammary glands examined after administration of hor- 
mone for 2 to 23 weeks showed no more than normal 
mammary development. The authors concluded that 
desoxycorticosterone acetate had at the most a slight 
stimulating effect on mammary development and that its 
lack of carcinogenic action was therefore irrelevant to 
the interpretation of the tumour induction by oestrogens. 

L. Foulds 


502. The Carcinogenic Activity of 2-Acetaminofluorene. 
II. Effects of Concentration and of Duration of Exposure 
R. H. Wison, F. DeEps, and A. J. Cox. Cancer 
Research [Cancer Res.] 7, 444-449, July, 1947. 8 refs. 


In 1941 the authors first demonstrated that 2-acet- 
aminofluorene (AAF) given to rats in a diet containing 
0-031% produced tumours in a variety of tissues (Cancer 
Res. 1941, 1, 595). In this paper they record extensions 


of this finding, having studied the influence of dosage on 
tumour incidence by administering AAF in varyj 

concentrations and for different periods. Both rats anq 
mice were used in this work. The most effective cop. 
centration was shown earlier to be 0-031%, and no 
increased carcinogenic action followed the use of higher 
concentrations. Data are given here for tumoy 
incidence with diets containing 0-016, 0-008, 0-004 ang 
0-001%. The lowest effective concentration was 0-004, 
diets containing 0-001% proving innocuous. With 
concentrations higher than the minimum, continuoys 
exposure to AAF was unnecessary—for example, a diet 
containing 0-125% AAF given for 25 days often induced 
tumours. In general, with decreasing concentration of 
AAF and shortening of the time of administration the 
rate of tumour induction was retarded. It is noteworthy 
that a single large dose placed in the stomach was not 
carcinogenic. Three strains of mice—C57, C3H, and 
Bagg albino—were similarly treated. Tumours of the 
types seen in rats were produced, but, on the whole, mice 
proved to be more resistant to AAF as judged by the 
number of tumours and the time of their appearance, 
Mammary tumours were not found in mice of the C57 
strain and seldom in the Bagg-albino strain. Epider- 
moid tumours of the head, though of frequent occurrence 
in rats, were not encountered in mice. H.G. Crabtree 


503. The Carcinogenic Activity of 2-Acetamino- 
fluorene. III. Manner of Administration, Age of Animals, 
and Type of Diet 

R. H. Witson, F. DeEps, and A. J. Cox. Cancer 
Research [Cancer Res.| 7, 450-452, July, 1947. 5 refs. 


The study of factors influencing the carcinogenic 
activity of acetaminofluorene (AAF) has been extended. 
The present work is concerned with effects due to 
methods of administration, the age of the rats, and their 
diet. Powdered AAF was introduced in the external ear 
but no tumours were produced either in the acoustic 
canal or any other organs. When 0-5 g. of solid AAF 
was implanted in the subcutaneous tissue of the groin of 
5 female rats no gross changes were detectable after 
14 months, though after about 2 years some lesions, 
including tumours, were observed, corresponding 
roughly to the changes seen when a diet containing 
0-125% of AAF was given to rats for 25 days. Five 
male rats each received 4 injections during a period of 
6 months of 20 mg. of AAF in 0-4 ml. of propylene 
glycol. The lesions produced, including leukaemia in one 
tat and a lung tumour in another, could not certainly be 
attributed to AAF, since similar changes occurred in 
control rats which had received the solvent alone. The 
general conclusion is that oral administration of AAF is 
the most effective known way of revealing its potency asa 
carcinogen. A diet of high vitamin content, including 
supplements of cod-liver oil, yeast, and wheat germ, 
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no alteration in the types and numbers of lesions 
or the time of their appearance. Young and old rats 
responded equally to the carcinogenic effect of AAF. 
H. G. Crabtree 


504. The Activity of 2-Acetamino- 
fuorene. IV. Action of Related Compounds 

R. H. Witson, F. DeEps, and A. J. Cox. Cancer 
Research [Cancer Res.] 7, 453-458, July, 1947. 4 figs., 


13 refs. 


The following compounds, chemically related to 
acetaminofluorene (AAF), have been tested for car- 
cinogenic activity: 2-aminofluorene, 2-chlorofluorene, 
fuorene, fluorenone, xanthone, and diethylaminoethyl- 
fluorene-9-carboxylate hydrochloride. Each was incor- 
porated into the diet in amounts varying from 0-016 to 
1%, and given for periods up to 2 years. All except 
2-aminofluorene failed to produce tumours. Five female 
rats receiving 0-031% 2-aminofluorene (AF) developed 
tumours similar in appearance and distribution to those 
seen in rats given AAF, but at a slower rate. AF was 
also active in a diet containing 0-016%, though the 
tumours occurred later and in fewer animals. Similar 
results were obtained in mice of the C57 strain, when the 
concentration of AF was raised; 0-25% AF produced 
tumours in all the 5 mice used. The authors placed 
100 to 150 mg. AF in a subcutaneous pouch in each of 
§ rats, and a further 250 mg. was implanted after 96 days. 
Small liver nodules and cysts were found in one rat 
only. Five rats received subcutaneous injections of 20 
mg. AF dissolved in propylene glycol four times over 
6 months. The lesions produced were slight and not 
typical of those often seen in rats treated with AF or 
AAF. Two rats developed leukaemia, but the signifi- 
cance of this is uncertain, since 1 of 3 control rats 
receiving the solvent alone also became leukaemic. 
The importance of having an amino-group in the 2- 
position for carcinogenic activity is stressed. 

H. G. Crabtree 


505. The Cytotoxic Effect of Avian Lymphoid Tumor 
Antiserum 

B. R. BuRMeESTER. Cancer Research [Cancer Res.] 7, 
459-467, July, 1947. 16 refs. 


The plasma or serum of chickens which survive 
implantation of a lymphoid tumour or tumour material 
without viable cells contains a factor cytotoxic for 
the tumour. Hyperimmunization was carried out by 
injecting portions of tumour that had been minced or 


’ minced and repeatedly frozen (—76° C.) and thawed, 


or minced and heated to 56° to 66° C. for 30 minutes, 


or homogenized. The control normal tissue suspensions - 


(bursa of Fabricius, thymus, spleen, liver) were homo- 
genized. The tumour that had been simply minced was 
injected into birds, which had survived a previous 
implant, the other preparations into birds not previously 
inoculated. Blood was drawn, allowed to clot, centri- 
fuged, mixed with a lymphoid tumour cell-suspension 
(prepared by mincing and coarsely filtering the tumour, 
about 1,000 cells being used for a test), incubated, and 
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inoculated. Incubation with antibody at 37°C. for 
24 hours greatly decreased the proportion of successful 
inoculations (from 96 to 16%); keeping for 2 hours at 
2°C. or incubation with normal serum (sera from 
normal birds and birds immunized with normal tissues) 
for 24 hours did not decrease the number of “ takes ”’. 
In the in vivo experiments chickens were inoculated with 
200 lymphoid tumour cells and at varying intervals 
before and after the inoculation immune plasma was 
injected. ‘“‘ Though the effect on the incidence of 
tumours may be questionable, the difference in mortality 
between the birds treated with plasma and those without 
such treatment was quite pronounced.” Young chicks 
were given 1,000 tumour cells and immune plasma and 
again a material reduction in the malignancy of the 
tumour was observed. 

Grafts of 500,000 cells, and injection of immune sera; 
led to survival of 40% of chicks, the survival rate in the 
controls being 13%. I. Hieger 


506. The Inhibiting Effect of Ethyl Urethane on the 
Development of Lymphatic Leukemia in Rats 

J. B. Murpuy and E. Sturm. Cancer Research [Cancer 
Res.] 7, 417-420, July, 1947. 10 refs. 


Hawkins and’ Murphy reported in 1925 that animals 
anaesthetized with ethyl urethane (ethylcarbamate) 
showed changes in the lymphoid system strikingly similar 
to those observed following a general exposure of the 
animal to x rays. A transplantable lymphatic leukaemia 
was used in the present experiments; intraperitoneal 
inoculation caused leukaemia and subcutaneous inocula- 
tion a lymphosarcoma. To 79 rats inoculated intra- 
peritoneally with leukaemic cells the authors gave 100 
mg. urethane per 100 g. body weight 5 times weekly; 
91% failed to develop the disease against 17% of the 
controls (71 rats). Thirty rats were inoculated sub- 
cutaneously; 30% showed progressive tumours against 
87% of the controls (30 rats). ‘“*‘ The thymus, lymph 
nodes, and spleen in rats receiving urethane treatment were 
reduced to a fraction of their normal weights. The ~ 
adrenals of these animals increased 40% in weight over 
that of the normal glands.” I. Hieger 


507. Effect of Urethane on a Transplantable Acute 
Lymphoid Leukemia 

L. W. Law. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 
158-161, Oct., 1947. 4 refs. 


Experiments were carried out with a_ transplantable 
acute lymphoid leukaemia (line L 825 which originated in 
a mouse of the C58 strain); this leukaemia caused local 
tumours at the site of subcutaneous inoculation, produced 
diffuse and invasive infiltration of lymph nodes, liver, 
spleen, and thymus, and killed the mice in 9 to 10 days. 
Daily intraperitoneal injections of a 6% aqueous solution 
of urethane were started 24 to 48 hours after the inocula- 
tion of leukaemic cells. The largest dose, 0-75 mg. per 
g. body weight, maintained a leucocyte count below 
normal, contrasted with a progressive leucosis in un- 
treated control mice. The absolute lymphoblast count 
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was 0-7, 0-3, and 0-4% of that in the controls at 7, 10, and 
12 days respectively. Haemoglobin levels were not 
maintained but were always higher in the urethane-treated 
mice than in the controls. In 25 mice urethane signifi- 
cantly prolonged the expectancy of life to 17-53+.0-63 
days compared with 10-57+0-26 days in 45 control mice. 
Urethane conspicuously retarded the growth of sub- 
cutaneous tumours at the inoculation sites, and infiltra- 
tion of liver, spleen, and lymph nodes, as judged by 
organ weights and histology, was slight. L. Foulds 


508. Response of Spontaneous Lymphoid Leukemias in 
Mice to Injection of Adrenal Cortical Extracts 

L. W. Law and R. Speirs. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 66, 226-230, Oct., 1947. 2 figs., 8 refs. 


Extracts of adrenal cortex were injected once or twice 
daily, subcutaneously or intraperitoneally, into 13 mice 
of the inbred strains C58 and RIL in the terminal stages 
of lymphoid leukaemia as judged in C58 mice by moderate 
to severe enlargement of lymph nodes with numerous 
immature lymphocytes in the circulating blood and in 
RIL mice by dyspnoea and thoracic enlargement con- 
sequent upon enlargement of the thymus. After the 
injections the total white cell count and the absolute 
numbers of lymphocytes and immature cells decreased. 
The maximum response was obtained about 6 hours after 
an injection, and a tendency to recovery was manifest 
after about 9 hours, but with repeated injections the 
effects were more pronounced and persistent and a severe 
leucopenia, with a decrease in the absolute number of 
immature cells, developed. Degenerating mature and 
immature lymphocytes were found in the circulating 
blood in 24 to 48 hours, dyspnoea and thoracic enlarge- 
ment disappeared, and palpable lymph nodes regressed. 
Post mortem, immature lymphocytes showed extensive 
degenerative changes. Lymph nodes and thymus were 
severely depleted of immature cells and appeared 
** washed-out’. Processes of recovery and repair were 
not noticeable. Owing to the small number of animals 
it was not possible to state the effect on the expectancy of 
life. L. Foulds 


509. Mammary Tumours in Hybrid Mice; A Sex- 
factor in Transplantation 

L. Foutps. British Journal of Cancer [Brit. J. Cancer] 1, 
362-370, Dec., 1947. 4 figs., 9 refs. 


The incidence of mammary tumours in F, hybrids 
(‘CR’) of inbred C57 Black females and inbred R3 
males has been studied. Although the C57 females 
appeared to lack milk agent, since spontaneous breast 
tumours have not been recorded in the original strain, 
CR mice developed breast tumours. The particular R3 
strain used shows a high incidence of breast tumours. 
Nine out of 71 breeding females which lived more than 
6 months developed breast tumours. In only 1 virgin 
female, out of 22 surviving a similar period, did a 
tumour develop. The distribution of the tumours 
suggests a strong familial factor in their incidence. The 
average age when tumours were first observed was 35-8 
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weeks for the whole groups and 33-7 weeks for breeg: 
females. The CR tumours were not unusual in 
scopic or microscopic appearance. Secondary tumours 
were found in the lungs of 3 mice. Some tumour, 
showed marked secretory activity. 

Eight tumours from 7 mice were transplanted into F 
hybrids. Almost all the implants in female mice grew, 
but the growth of 5 of the tumours was inhibited pes 
retarded in males. No sex factor was apparent in the 
growth of the other 3 tumours. Tumours arising in CR 
mice were transplanted into reciprocal hybrids (RQ); 
the growth of the implants in the RC mice ran parallel tg 
that in CR mice. “Castration did not enhance the 
growth of CR tumours in male mice but possibly jp. 
creased the usual inhibition.”” The CR-tumour implants 
grew well in males treated with diethylstilboestro 
pellets. Ovariectomy reduced the growth of implanted 
tumours. 

Many CR implants grow in CR males after being 
dormant for a long time. This inhibition is not due to 
inhibition of the “ take ” with destruction of the implant, 
but to prolongation of the latent period preceding normal 
growth. The factor necessary for prompt growth of the 
implants is present in CR females but not in males, and is 
hormonal. The dependence on hormonal stimulation is 
sometimes lost after transplantation. The CR tumours 
are probably exceptional in the existence or protraction 
of a hormone-sensitive phase. CR tumours do not 
correspond with those mammary tumours which develop 
in mice deficient in the milk agent. Their distinctive 
properties are apparent only on transplantation. 

A. K. Powell 


510. The Histology of Pulmonary Tumours of the Rat 
Induced by 2-Acetylaminofluorene 

J. W. Orr and F. BietscHowsky. British Journal of 
Cancer [Brit. J. Cancer] 1, 396-400, Dec., 1947. 9 figs, 
7 refs. 


Pulmonary tumours were found in approximately 10% 
of experimentally treated Wistar and Piebald ats. 
Microscopically the tumours are minute, shiny, white, 
slightly raised nodules, 1 to 2 mm. in diameter; more 
malignant tumours may be up to 15 mm. in diameter. 
Comparable tumours were not identified in untreated 
rats. The lungs of 46 rats were examined micro- 
scopically. 

Both the tubulo-papillary cuboidal-celled adenomatous 
and the squamous types of tumour appear to originate in 
bronchiolar epithelium. The former type shows alveoli 
lined by cuboidal or low columnar epithelium arranged 
in a single continuous layer. The epithelial lining is 
maintained over the folded alveolar walls. The high 
content of elastic tissue of the stroma indicates that the 
latter consists of condensed walls of collapsed alveoli. 
The tumour alveoli often contain inflammatory cells. 
Continuity between tumour epithelium and normal 
epithelium of a terminal bronchiole was seen in many 
tumours. Evidence of mucus secretion by tumour 
epithelium was found in 2 instances. Tubulo-papillary 
tumours were found in the lungs of 31 rats examined. 
One tumour had invaded a pulmonary vein. In 2 animals 
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there were metastases in the diaphragm and anterior 
mediastinum; in one of these the stroma of the 
ndaries showed vigorous fibroblastic proliferation. 
About 40% of the tubulo-papillary tumours contained 
foci of squamous metaplasia. Direct squamous meta- 
of the bronchial epithelium as it enters the 
tumour was observed less often. In some squamous 
nodules no evidence of cuboidal epithelium was seen. 
There was keratinization in most of the squamous foci. 
The squamous deposits were neoplastic in at least some 
cases, and in one with metastases the secondaries were 
squamous-celled carcinoma. Predominantly squamous- 
celled nodules were found in 13 rats. 

The lung tumours studied are very probably derived 
from bronchial epithelium by the invasion of foci of 
chronic inflammation with collapse. Epithelial invasion 
js incomplete in some lesions, and the nodule is partly of 
lepidic structure and partly composed of collapsed 
alveoli with a variable amount of inflammatory cellular 
exudate. Prolongation of bronchial epithelium along the 
atria and the development of cuboidal cells were seen in 
otherwise normal lung tissue in the absence of tumours. 
A complete series of stages from a purely inflammatory 
process to a fully developed tumour was observed. 

A. K. Powell 


511. Nitrogen Mustards in Fowl Leucosis 
E. P. JOHNSON. Science [Science] 107, 40-42, Jan. 9, 
1948. 1 fig., 10 refs. 


Two mustard  derivatives—namely, methyl-bis- 


(8-chloroethyljamine (HN,) and_ tris-(8-chloroethyl)- 


amine (HN,)—were tested first on normal fowls weighing 
about 0-5 kilo. The HN, compound was about twice as 
toxic as the HN, and the optimum dosage given intra- 
yenously in 2 ml. of saline was about 2 mg. per kilo for 
HN, and 1 mg. per kilo for HN. In fowls which died 
in 24 to 72 hours lymphoid tissue in spleen, thymus, 
duodenum, and bone marrow was atrophied and the 
numbers and mitotic activity of haematopoietic cells in the 
marrow were conspicuously decreased. Tests were then 
made on fowls with a transmitted haemocytoblastic 
leucosis (Beltsville strain A). After intravenous or 
intraperitoneal injection of infected blood, this strain 
usually produced an acute erythro-granuloblastic leucosis 
in 4 to 6 weeks; alternatively it produced chronic forms 
of visceral and neural lymphomatosis. Fourteen fowls 
were treated with HN, and 19 with HN». Multiple 
doses were given to some of them. Two fowls in the 
early stages of the haemocytoblastic form of the disease 
made complete clinical recoveries lasting for 3 to 6 months 
after the last treatment with HN;. Three fowls with 
haemocytoblastic lesions, 6 with neurolymphomatosis, 
and 2 with visceral lymphomatosis treated with HN, 
made complete clinical recoveries. Nine out of the 33 
fowls recovered after a single treatntent. In cases which 
responded to treatment there was a reduction of immature 
cells (haemocytoblasts) in the circulating blood 24 hours 
after treatment. Seven cases of spontaneous leucosis 
were also treated; one bird with visceral lymphomatosis 
made a complete recovery lasting 8 months, one bird with 
visceral and one with neural lymphomatosis improved 
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temporarily but the condition recurred, and the others did 
not respond to treatment. The experiments seemed to 
indicate that if the compounds are given in the early 
stages of the disease the results are better and more apt 
to be permanent. In the advanced cases the results 
were only temporary. The failure of blood from treated 
fowls to transmit the disease seemed to indicate that the 
mustards might kill the causative virus as well as the 
proliferating cells. L. Foulds 


512. Intra-articular Changes Induced in Rabbits by 
Injection of Typhoid Somatic Antigen 

H. R. MorGan and G. A. BENNETT. Archives of 
Pathology [Arch. Path.] 44, 609-620, Dec., 1947. 6 figs., 
4 refs. 


The results are described of injecting a purified somatic 
typhoid antigen into joints of rabbits. Marked inflam- 
matory changes were produced with degeneration of 
cartilage, proliferation of synovia, and fixation in flexion. 
Previous intravenous injection of antigen (or inoculation 
with typhoid vaccine) made no significant difference. 
These changes are contrasted with the Shwartzman 
reaction induced by intravenous injection after the joint 
inoculation. In the latter animals the gross necrosis of 
the articular tissues was accompanied by haemorrhage 
and vascular thromboses. A little of the injected 
material appears to have entered the circulation, because 
in the first experiments the suprarenal in one animal was 
damaged while in some of the animals developing a 
Shwartzman reaction there were visceral thromboses. 
The articular lesions were much more severe than the 
corresponding lesions of skin. D. M. Pryce 


513. The Presence and Significance of Bound Aminoazo 
Dyes in the Livers of Rats Fed p-Dimethylaminoazo- 
benzene 

E. C. and J. A. MILLER. Cancer Research 
[Cancer Res.] 7, 468-480, July, 1947. 2 figs., 29 refs. 


The livers of rats which have been fed on diets contain- 
ing p-dimethylaminoazobenzene (DAB) contain protein- 
bound dyes, which can be removed by potassium- 
hydroxide hydrolysis of the proteins and ether extraction 
and estimated by a spectrometric method. Livers of 
other animals in which liver cancer is not produced by 
DAB (guinea-pig, rabbit, cotton-rat, chicken) contained 
much less, if any, of the dyes when these animals were 
given diets containing DAB. ‘“ About 0-2 yg. of bound 
p-aminoazobenzene and 0-5 yg. of bound p-mono- 
methylaminoazobenzene per g. fresh weight were found 
in the livers of rats fed p-dimethylaminoazobenzene 
for 1 month; in the free form these livers contained 
about 0-2 pg. of p-dimethylaminoazobenzene, 0-2 pg. 
of p-monomethylaminoazobenzene, and 1-5 pg. of 
p-aminoazobenzene.”” An unidentified polar dye ac- 
counted for approximately 90% of the colour of acid 
solutions of the total bound dyes. Thus the apparent 
correlations observed between the level of the bound dye 
in a liver and the likelihood of a tumour developing in 
that liver under the varied conditions studied suggest 
that the bound dyes have an important place in the 
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carcinogenic process induced by p-dimethylaminoazo- 
benzene. Hence either p-monomethylaminoazobenzene 
or an unidentified polar aminoazo dye, or both, may be 
the primary carcinogens when the parent carcinogen, 
p-dimethylaminoazobenzene, is fed and the formation of 
the dye-protein compounds may be one of the initial 
phases in this particular carcinogenic process. It is 
recognized of course that the bound dyes isolated by the 
methods described above may not be the primary carcino- 
gens themselves but derivatives thereof. ‘‘ Indeed the 
data on the disappearance of the bound dye from the 
livers of rats fed diets high and low in riboflavin indicate 
that at least part of the protective effect of this vitamin 
against p-dimethylaminoazobenzene consists in hastening 
the* destruction of the bound dye. Hence the ‘ adapta- 
tion’ observed in the rat liver towards the azo dye may 
be twofold and consist of a combination of: (a) a 
decreased content of protein possessing the ability to 
combine with the dye, and (6) an increased ability to 
destroy the dye. No bound dye was found in rat 
tissues in which p-dimethylaminoazobenzene does not 
induce tumours—namely, small intestine, kidney, spleen, 
lung, heart, and skeletal muscle. While no bound dye 
was found in the red blood cells, low levels of bound dye 
were found in the proteins of the blood plasma.” 
I. Hieger 
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514. Tropical Primary Phlebitis 

A. C. FisHer, M. M. FisHer, and A. C. LENDRUM. 
Journal of Pathology and Bacteriology [J. Path. Bact.] 59, 
405-415, July, 1947. 6 figs., 6 refs. 


The authors describe the clinical picture and patho- 
logical findings in tropical primary phlebitis, based on 71 
cases seen by them since 1936 inthe African and European 
populations of Northern Rhodesia. They confirm the 
original suggestion that this is a clinical entity, which, 
moreover, closely resembles the thrombophlebitis found 
in East African troops by Manson-Bahr and Charters. 
Essentially the disease is an acute, self-limiting, usually 
non-recurrent affection of the deep or superficial veins of 
young healthy adults, accompanied by pyrexia ranging 
from 99° to 105° F.(37-2° to40-6° C.) and lasting for about 
3 weeks, local swelling and oedema, pain and tenderness 
along the course of the vein, which can be felt as a smooth 
hard cord, and spasm of the surrounding muscles. Usually, 
_ it involves large veins, especially the femoral, with 
obvious constitutional disturbance (phlebitis major), but 
it may occur as phlebitis minor in the smaller veins, being 
then apparent only if it affects the superficial plexus. 
The disease must be distinguished from tropical myositis, 
especially when it involves the veins of the neck. The 
only complications are those due to mechanical inter- 
ference with the circulation; suppuration and embolism 
have not been observed. In the 7 fatal cases, visceral 
veins or cerebral sinuses were usually involved. Treat- 
ment with anticoagulants, although not attempted, is 
suggested; sulphonamides were of no avail. 

Brief details of 9 representative cases are given; in one 
of these a portion of jugular vein was removed at opera- 
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tion, and the description of the pathology of the disease 
is based mainly on the appearance of this specimen, |p 
this, the normal tissues of the vessel wall were disrupted 
by the invasion of large numbers of newly f 
capillaries, which were lined by endothelial cells of g 
greater thickness than those of ordinary granulation 
tissue. Lying in the oedematous groundwork were 
polymorphonuclear cells, with their structure unusually 
well preserved, and other cells similar in appearance to 
the capillary endothelial cells which are identified as 
reacting polyblasts. By a modified phloxin-tartrazine 
stain after fixation in formol-sublimate, the latter were 
shown to contain circular hyaline cytoplasmic inclusion 
bodies. The presence of these and the failure to fing 
histological evidence of bacteria suggest the possibility 
that the inflammatory reaction is a response to virys 
infection. Other causes of phlebitis—such as typhus, 
relapsing fever, and helminthiasis—were eliminated 
clinically and by laboratory investigations [in an un- 
specified number of cases]. In conclusion, it is suggested 
that cases of splenic abscess of unknown origin, and of 
**Serenje leg’’, may represent the effects of pri 
phlebitis. Wilfred E. Hunt 


515. Vascular Proliferations, with Features of Arterio- 
venous Anastomoses, in the Sympathetic Chain of Hyper- 
tensive Patients 

R. Latres. American Journal of Pathology [Amer. J. 
Path.] 24, 177-193, Jan., 1948. 10 figs., 8 refs. 


The occurrence is recorded of vascular bodies, or 
** glomeruli ’’, in the sympathetic ganglia of some cases of 
essential hypertension. Specimens from 95 thoraco- 
lumbar sympathectomies performed on _ hypertensive 
patients were examined. In 8 of these cases serial 
sections were studied. The “ glomeruli” were found 
in 9 severe cases of hypertension. Control material 
was obtained from 5 persons of varying age who died 
from causes other than essential hypertension. 
No “ glomeruli were found. The “ glomeruli” were 
approximately 250 y in diameter, and consisted of 
tortuous capillaries with extra-endothelial cells (? peri- 
cytes) between them. Communications were demon- 
strated between these capillaries and both venous 
sinuses and arterioles. The arteriolar connexion 
appeared to be immediately adjacent to a segment of 
arteriolar necrosis. Nerve axons were not demonstrated 
within the “ glomeruli”, which are considered to be 
arterio-venous anastomoses consequent on local arteriolar 
disease. 

[In view of the fact that “ glomeruli’? were demon- 
strated in only 9 out of 95 hypertensive subjects, the 
number of controls would not appear to have much 
Statistical significance. ] C. C. S. Pike 


516. Quantitative Estimation of the Fibrous Tissue in 
Pathologic Livers 

S. WARREN and P. N. Want. Archives of Pathology 
[Arch. Path.] 44, 563-570, Dec., 1947. 13 figs., 6 refs. 


In normal livers the fibrous tissue comprises about 
1:9% of the dry weight (range 0-8 to 2°8%). In a 
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series of fibrosed livers (6 cases of portal cirrhosis 
and 2 cases of healed yellow atrophy) this proportion was 
increased from 3-5 to 23%. With amounts below 10% 
there was fairly good correlation with the histological 
ces; above this level histological estimation was 
unreliable. The weight of the fibrosed livers tended to 
be low. Although the investigation was on necropsy 
imens the pieces examined could have been removed 

by peritoneoscopy. D. M. Pryce 


517. Protein and Fat Content of the Liver in Relation 
to the Histological Picture. (Eiweisstrockensubstanz 
und Verfettung der menschlichen Leber in Beziehung 
zum histologischen Bild) 

W. Ecer. Virchows Archiv fiir Pathologische Anatomie 
[Virchows Arch.] 315, 147-158, 1948. 3 figs., 25 refs. 


Estimation of “‘ dry protein substance ”’ (dry substance 
minus fat and glycogen of the liver) in 250 necropsies 
showed values between 16 and 29%. In cases with 
yalues above 23% the protoplasm of the cells was fairly 
homogeneous and slightly eosinophilic, with indistinct 
borders and no signs of “* serous inflammation ”’ (Roessle). 
Incases with values below 20%, signs of serous inflamma- 
tion were frequently found, and even if there were none 
the protoplasm was more basophilic and had a fine 
spongy structure. In view of the low weight of dry 
protein and the high content of fluid, an oedema of the 
cells is considered to precede serous inflammation. The 
so-called dissociation ”’ of liver cells, a histological 
sign of incipient autolysis, is explained as a shrinking of 
the cells; the cells shrivel up, are isolated, become 
“ swimming cells ’’, and are thus prepared for the attack 
of autolytic enzymes. These processes undoubtedly 
occur in part before death (yellow atrophy of liver). 
A new explanation is given for the different types of fatty 
infiltration of the liver; it is suggested that normally the 
central portion of the lobule changes the incoming fat, 
consuming it or transforming it into sugar and lipids, 
which may be stored there; the peripheral parts mainly 
store unchanged fat. O. Neubauer 


518. Glycogen Formation and Deposition in the Human 
Liver. (Ober Glykogenbildung und Glykogenablage- 
rung in der menschlichen Leber) 

W. Ecer and G. KLArNer. Virchows Archiv fiir 
Pathologische Anatomie [Virchows Arch.] 315, 135-146, 
1948. 3 figs., 21 refs. 


Estimation of glycogen in the liver in 250 necropsies, 
19 of them performed on subjects who had died suddenly 
(“ normal cases ’’) and the rest on subjects who had died 
after illness of longer duration, was carried out by 
Pfliiger’s method. The values were-calculated in terms 
of wet weight, dry weight, or “ dry protein weight ”’— 
that is, dry weight minus fat and glycogen. The values 
for glycogen were higher in “ normal cases ’’, averaging 
709% against 2:04% of dry weight in the other cases. 
No antagonism was found between the quantities of fat 
and of glycogen. The results of histological estimation 
by the methods of Bauer and Best were not in accord 
with the chemical determinations. In “ normal cases ”’ 


the glycogen is located in the central parts of the lobules. 
Deposition in the periphery of the lobules and in the: 
nuclei is explained as a sign of damaged function of the 
liver. It is suggested that glycogen is normally built 
up in the nucleus, then goes into the body of the cell for 
storage; this hypothesis would be in accordance with the 
fact that livers rich in glycogen contain more uric acid 
(3,232 mg. per 100 g. of dry protein weight against 
1,437 mg.). O. Neubauer 


519. Hemangioma of the Small Intestine, with Special 
Reference to Intussusception. Review of the Literature 
and Report of Three Cases 

P. S. HANSEN. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 14-42, Jan., 1948. 2 figs., 
53 refs. 


This paper reviews 66 cases reported as haemangiomata 
of the small intestine, including 3 personally described 
examples. Intussusception, which occurs in about 
one-quarter of benign tumours of the small intestine, is 
relatively infrequent with angiomata. [The author does 
not discuss the possibility that some of the lesions 
described as “‘ angiomata ’”? may have been only masses 
of vascular granulation tissue associated with intus- 
susception or inflammatory lesions of the bowel.] 

R. A. Willis 


520. New Formation of Smooth Muscle in the Lung 
K. M. BowpeNn. Medical Journal of Australia [Med. J. 
Aust.] 2, 623-626, Nov. 22, 1947. 4 figs., 8 refs. 


Reparative hyperplasia of plain muscle is well known, 
but seldom occurs on a large scale. Various authors 
have described an extensive new formation of muscle 


in the lung (“ muscle cirrhosis or “ muscle scarring ”’) 


in cases of long-standing fibrosis (carnification, brown 
induration, siderosis, and syphilis). The new muscle 
may, in part, result from the proliferation of pre-existing 
muscle, but in many cases is due to a transformation of 
scar tissue. The author describes 4 instances of the 
condition in chronic bronchiectasis. D. M. Pryce 


521. Primary Atypical Pneumonia. Report of Eight — 


Cases with Autopsies 

F. Parker, L. S. JOLLIFFE, and M. FINLAND. Archives 
of Pathology [Arch. Path.] 44, 581-608, Dec., 1947. 
11 figs., 20 refs. 


Death in primary atypical pneumonia is uncommon. 
In the present 8 cases (which were clinically characteristic 
and associated with the development of cold agglutinins) 
necropsy revealed congestion of the air passages and 
lungs, basal collapse with apical emphysema, and small 
grey pneumonic foci. Histologically, the alveolar 
exudate was “ mononuclear”’; there were proliferation 
and desquamation of alveolar epithelium and infiltration 
of septa and bronchioles. ‘ Alveolar membranes ” 
[oedema] were present in half the cases. Many small 
arteries and veins were thrombosed. The lungs also 
showed Changes due to secondary infection, such as pus 
in the bronchi. In the liver there were small focal 
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necroses and in the brain, especially in one case, peri- 
vascular haemorrhages with glial proliferation. The 
appearances resembled those of psittacosis. In one 
case there were psittacosis antibodies, but this was 
probably fortuitous. Some of the cases were complicated 
by other conditions (mitral stenosis, anaemia, vesicular 
rash). Attempts to isolate a virus and demonstrate 
inclusion bodies were unsuccessful. D. M. Pryce 
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522. Diagnostic Serum-lability Reactions with Congo 
Blue. (Diagnostische Serum-Labilitaétsreaktionen mit 
Kongoblau) 

W. Seitz. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.] 2, 577-582, Oct., 1947. 5 refs. 


Reference is made to previous work on the precipita- 
tion of serum proteins by dyes. In serial dilutions of 
serum, the precipitation is variously affected by systemic 
disease. The author has attempted to improve and 
standardize the technique, in order that the test may be 
used in diagnosis and prognosis. He uses a specially 
prepared solution of congo blue. At pH 4-0 congo red 
changes through lilac to a blue colour (congo blue); a 
PH of 4-0 is also close to the iso-electric point of serum 
albumin. The congo blue is prepared by heating a 
1 in 20,000 solution of congo red in N/800 hydrochloric 
acid. This is called the “‘ acid congo-blue solution ”’. 
Two series, each of 12 tubes, are used. In the first series 
dilutions of serum from 1 in 20 to 1 in 250 in distilled 
water are used. To 1 ml. in each tube are added 0-5 ml. 
of the acid congo-blue solution, 1 ml. of 0-9% sodium 
chloride, and 0-5 ml. of N/1,000 hydrochloric acid. In 
the second series serum dilutions from 1 in 30,000 to 1 in 
8,600,000 are finally reached without saline addition. 

With the serum of healthy subjects the author’s findings 
were very constant. After 24 hours at room temperature 
the contents of tubes 1 to 4 (first series) took on a uniform 
red colour (red protection zone). Tubes 5 to 8 showed 
precipitation. The precipitate carried down the blue 
dye and left a colourless fluid above (first precipitation 
zone). In tubes 9 to 12 no precipitation occurred and 
the fluid remained blue (first blue protection zone). 
In tubes 13 to 16 (second series) the first blue protection 
zone was maintained, but in tubes 17 to 21 a second 
precipitation zone was found. From tube 22 no further 
precipitation occurred (second blue protection zone). 
The serum of patients produced variations in the different 

‘zones. The two series of dilutions were considered 
separately. A bilateral widening of the first precipitation 
zone was found in cases of hypoproteinaemia, cirrhosis 
of the liver, and the “ nephroses”. The widest zone 
occurred in a case of amyloid nephrosis, when practically 
all tubes showed precipitation. The first precipitation 
zone was contracted in many acute infections. In tubes 
13 to 24, diseases associated with hypoproteinaemia 
generally caused a shift to the left of the second precipita- 
tion zone; in well-nourished subjects there was often a 
shift to the right. There were, however, several excep- 
tions to this general rule. The second precipitation zone 
was widened at both ends in some patients with liver 


‘ 
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disease, chronic nephritis, metastasizing carcinoma, and 
various chronic infections. While acknowledging that 
the test has a limited application in diagnosis, the 
author hopes that it may prove useful in borderline cases 
and, especially when repeated during the course of g 
disease, in prognosis. In the combined series 410 sera 
were investigated. J. B. Hannah 


523. More Rapid Disappearance of Congo Red from 
the Blood in Malnutrition. (Uber den erhdhten Konzen. 
trationsschwund des injizierten Kongorots bei Unterer- 
nahrungszustanden) 

J. A. SCHNEIDER. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.] 2, 597-604, Oct., 1947, 2 
refs. 


The author began his investigations with a view to 
determining by the congo-red method the volume of 
circulating blood in cases of malnutrition. The rapid 
disappearance of the dye from the blood stream in many 
instances led to an attempt to discover the cause of this 
phenomenon. Bennhold and others have shown that 
congo red is fixed first by the serum albumin, and, 
secondly, by the cellular albumin of internal organs. The 
albumin acts as a “ vehicle ’’ for congo red. Richardson 
has shown in animals that the reticulo-endothelial 
system has no special affinity for congo red, although the 
mesenchymal tissues of internal organs have a strong 
affinity. The percentage fall in the concentration of 
congo red in the blood between 4 and 60 minutes after 
intravenous injection of 10 ml. of a 1% solution was 
estimated. In 26 “normal” subjects, the percentage 
fall varied between 10 and 42°—average 29%. This was 
higher than Bennhold’s average finding of 20%. In 9 
cases of malnutrition the average fall was 48%. All of 
these patients had previously suffered from oedema, and 
it was thought that the small amount of serum might 
afford insufficient vehicle for the dye. Most of the 
patients with malnutrition had, however, a normal 
serum albumin concentration. That a qualitative 
disturbance of the serum proteins might be responsible 
for the lowered vehicle capacity was considered by the 
author; there is some evidence for this, since the 
albumin/globulin ratio was altered in a few instances. 

Two other explanations are advanced. The author 
inclines towards Eppinger’s theory that there is an 
increased permeability of the capillaries in famine 
oedema. Marx demonstrated increased capillary per- 
meability in 25% of cases of famine oedema with normal 
blood protein levels. The author suggests that in these 
conditions congo red, fixed to protein, could pass through 
the capillary walls and enter the mesenchymal tissues 
of internal organs. The other possible cause of the 
abnormal fall in the congo-red concentration is occult 
amyloidosis, especially the presence of amyloid in the 
connective tissue surrounding the small blood vessels. 
Recently, Heilmann has demonstrated typical amyloid 
disease in cases of uncomplicated malnutrition, and in 
the absence of.any evidence of chronic infection (personal 
communication). Hjarre has lately described amyloid- 
osis in animals which had been kept on diets rich in 
protein but poor in lipids and vitamins. A _high- 
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carbohydrate diet prevented its appearance. A relative 
state of malnutrition in the populace of Berlin was 
thought to be a possible reason why the percentage fall in 
the author’s “* normal ”’ cases exceeded that in Bennhold’s 
series of 1923. J. B. Hannah 


524. Serial Cephalin Flocculation Curves: Their 
Application in the Study of Tropical Diseases and their 
Relation to a New Resistance Factor 

J. G. Makari. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.) 51, 8-20, Jan., 1948. 
5 figs., 15 refs. 


Serial cephalin-flocculation (S.C.F.) curves were 
_ studied with fasting blood sera by adding 1 ml. of cephalin- 
cholesterol emulsion (Hanger, Trans. Ass. Amer. Phys., 

1938, 52, 148) to serial dilutions of the serum in normal 
saline, from 1 in 25 up to 1 in 12,800, 4 ml. of each 
dilution being used. Mixtures were incubated in the 
dark for 24 hours at 27°C. The S.C.F. curve was 
obtained by plotting the degree of flocculation, read in 
accordance with Hanger’s method, as ordinates against 
the serial dilutions used as abscissae. 

Estimations were made on the sera from 50 normal 
volunteers and 187 patients with various diseases. Four 
main types of curve were obtained. Type I, obtained 
from 48 of the 50 normal sera, was considered to repre- 
sent the normal range in health, and showed that 
maximum flocculation occurred at dilutions of 1 in 100, 
lin 200, and 1 in 400. The curve gently rose and sloped 
away, more or less symmetrically. The type II curve, 
the “ alteration curve ’’, was characterized by a shift to 
the left of the descending arm—that is, the flocculation 
end-point was reached much earlier than in the normal 
—and by the earlier starting point of complete floccula- 
tion. This type of curve was obtained in liver disorders. 
The type III curve, the “stimulation curve”’’, was 
characterized by a shift of its descending arm to the right 
of the normal curve. This type, like type II, has its 
starting point of complete flocculation much earlier and 
was found especially in conditions affecting the reticulo- 
endothelial system. Type IV curve was the “ inhibition 
curve ’’, and was characterized by a shift to the right of 
the ascending arm. This type was found in allergic 
conditions. 

By the study of these curves it was considered that 
some indication could be gained of the type of tissue 
response taking place in various diseases. Thus in a 
case of Hodgkin’s disease a type Illa curve (two variants 
are described, a and b) was obtained, indicating stimula- 
tion of the reticulo-endothelial system, while a case of 
lymphosarcoma showed a type IIb curve, indicating 
liver damage. In chronic bacillary dysentery and 
amoebiasis a type III curve was obtained in 60 and 
545% of the cases, respectively. In the remaining 40% 
of the bacillary group a type IV curve was observed, this 
being taken to indicate an allergic type of response, while 
in the remaining 45-5% of the amoebic cases there was a 
type IIb curve, indicating liver damage. [That the type 
IV curve does in fact represent a response to allergy has 
been deduced, presumably, from the fact that curves of 


this type were obtained in 3 cases of urticaria, 1 of Sim- 
monds’s disease, 1 of xanthomatosis, 3 of purpura, and 
6 of chronic bacillary dysentery. No further evidence 
is given.] In 18 cases of malaria the type IIb curve was 
obtained in 9 cases and the type IIIb in 9, while in 
chronic malaria 42 cases gave the type IIIa response and 
3 gave the type IIb. This is taken to indicate that in 
chronic malaria the outstanding feature is reticulo- 
endothelial stimulation. Some evidence for the view 
that the type III curve does represent reticulo-endothelial 
stimulation is given. 

There appears to be two factors concerned in the 
flocculation of cephalin-cholesterol, a flocculating factor 
(F.F.) associated with the globulin fraction of the serum, 
and an inhibiting factor (I.F.) associated with the albu- 
min residue. From the appearance of the normal S.C.F. 
curve it is seen that the I.F. preponderates in the lowest 
and highest dilutions, whereas F.F. exerts its influence in 
the middle ranges. Since I.F. is associated with the 
albumin residue, and since elaboration of serum albumin 
is ascribed to the liver, it is considered that derangement 
of the first zone of inhibition indicates liver damage. On 
the other hand, F.F. is a globulin and since the elabora- 
tion of globulins is ascribed to the reticulo-endothelial 
system, abnormalities in the middle of the curve point to 
reticulo-endothelial upset. Some experimental evidence 
in support of the above hypothesis is brought forward. 

The effect of administration of antimalarial drugs on 
healthy volunteers was also investigated. Twelve per- 
sons were treated, 6 being given up to 8 g. of quinine in 
a week and 6 being given up to 2 g. of mepacrine in the 
same period. In the interpretation of the S.C.F. curves 
a deviation in the zone of inhibition below the normal 
curve was regarded as a negative I.F. balance, while a 
deviation of the zone of flocculation was referred to as 
positive R.E. (reticulo-endothelial) response when above 
the normal range and as negative R.E. response when 
below the normal range. In this way the author 
recognized three stages in the mechanism of action 
of the drugs: (1) stage of mild positive R.E. 
balance, observed with small doses of both drugs; 
(2) stage of positive I.F. balance as well as moderately 
positive R.E. response, observed with medium and large 
doses of both drugs; (3) stage of markedly positive R.E. 
response with a very mild negative I.F. balance, observed 
1 week after cessation of treatment. Twelve cases of 
malaria were also observed. A transient positive I.F. 
balance in early infection soon gave way to a negative 
balance. As a result of treatment primary infections 
with Plasmodium vivax gave rise to a much more marked 
positive R.E. response than did relapsing cases or P. 
falciparum infections. In contrast, the positive I.F. 
balance obtained in primary infections as a result of 
treatment was very poor compared with that in a relapse. 
A renewal of clinical activity was ushered in by a maximal 
negative I.F. balance, while a positive I.F. balance was 
associated with a remission. The author concludes that 
the I.F. is elaborated in the liver, and is a resistance 
factor of great importance in determining the course and 
outcome of the struggle between parasite and host. 

R. B. Lucas 
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525. Dehydrogenase Activity in Virus Infections 

D. J. BAvER. British Journal of Experimental Pathology 
(Brit. J. exp. Path.] 28, 440-446, Dec., 1947. 1 fig., 
4 refs. 


Mouse-brain emulsions, derived from normal brains 
or from those infected with yellow-fever virus, lympho- 
cytic choriomeningitis virus, or lymphogranuloma 
venereum virus, were examined by Thunberg’s technique, 
with appropriate controls, for dehydrogenase activity. 
The brain was ground up in a mortar, suspended in 
5 ml. distilled water, and centrifuged and the supernatant 
decanted. To 1 ml. brain suspension, 0-5 ml. 1 in 
20,000 methylene blue, 1 ml. buffer solution, and 0-25 to 
0-5 ml. substrate were added. A blank contained buffer 
instead of substrate and dehydrogenase activity was 
expressed as 60 (;—) when T is the time in minutes 
taken to decolorize the test mixture, and B the time 
taken to decolorize the blank. In brains infected with 
virus total dehydrogenase activity is increased; xanthine 
oxidase and pyruvic acid dehydrogenase are markedly 
increased. The.values obtained for dehydrogenase are 
very similar to those obtained for suspensions of lympho- 

. cytes, but the increase in brain suspensions infected with 
virus cannot be due to lymphocytic infiltration on purely 
quantitative grounds. As there is no evidence of 
enzyme translation from one part of the organism to 
another, or that the virus causes the host cells to produce 
enzymes, the author suggests that the virus may synthesize 
enzymes necessary for virus reproduction from cell 
constituents. C. L. Oakley 


526. Vagaries of the Agglutination-inhibition Reaction 
with Newly-isolated Strains of Influenza Virus 

C. H. Sruart-Harris and M. H. Miter. British 
Journal of Experimental Pathology [Brit. J. exp. Path.] 
28, 394-403, Dec., 1947. 15 refs. 


Newly isolated strains of influenza virus obtained in 
outbreaks of influenza in January, 1947, exhibited a 
variation in erythrocyte-agglutinating activity of the 
O-D type. Difficulties were encountered in the inter- 
pretation of agglutination-inhibition tests with immune 
animal sera and pairs of sera from cases of human 
influenza. The virus strains were apparently remotely 
related to the PR8 virus standard laboratory strain of 
influenza virus A. Many of the human patients appeared 
to have responded to the infection with a better titre of 
antibodies to the PR8 virus than to the strain responsible 
for the disease. Variations were encountered in the 
sensitivity of the red cells from different fowls in the 
‘agglutination-inhibition test with the newly-isolated 
viruses. Mouse-neutralization tests with one of the 


strains suggested that the virus was definitely related tp 
the PR8 virus, and that the neutralizing antibody 
content of the human convalescent sera was not Closely 
related to the inhibitory action of the serum on th 
virus in vitro.—[Authors’ summary.] 


BACTERIA 


527. The Effect of Aromatic Diamidines on Bacteria} 
Growth. I. The Mechanism of Action 

L. BicHowsky-SLOMNITZKI. Journal of Bact 

[J. Bact.] 55, 27-31, Jan., 1948. 4 figs., 3 refs. 


The in vitro action of five aromatic diamidines— 
4,4-diamidino-diphenylether; 4,4-diamidino - diphenyl. 
benzylether ; 4,4-diamidino-diphenoxyether ; 4,4-di. 
amidinostilbene (stilbamidine) ; 4,4-diamidino-diphenoyy. 
pentane (pentamidine)—on Bacterium coli and Staphy. 
lococcus aureus was studied. Stilbamidine and pent. 
amidine were most active in preventing growth of thee 
organisms on agar slants, but the activity against Bact, 
coli was much lower when Knight’s medium was used, 
Bact. coli was more resistant to the growth-inhibiting 
action of stilbamidine and pentamidine than was Staph, 
aureus, though the zone of inhibition of growth unac- 
companied by bacterial action was narrower in the case 
of Bact. coli. P. B. Marshall 


528. The Effect of Aromatic Diamidines on Bacterial 
Growth. II. The Antagonism of Nucleic Acids and 
Polyamines 

L. BicHowsky-SLOMNITZKI. Journal of Bacteriology \J. 
Bact.) 55, 33-41, Jan., 1948. 3 figs., 15 refs. 


Bactericidal antagonists were added to cultures after 
15 minutes’ contact between bacteria and antibacterials. 
Results were recorded after 24 and 48 hours. Of the 
chemically undefined substances tested, peptone, 
* bovril”’, marmite’’, afid acid casein hydrolysate 
inhibited the antibacterial effect of pentamidine on 
Bacterium coli, but not on Staphylococcus aureus. Thes 
substances inhibited the action of stilbamidine against 
both organisms. Substances of similar structure to the 
diamidines, including guanidine, arginine, creatine, and 
creatinine were not antagonistic. Amino-acids including 
glycine, dl-alanine, di/-methionine, /-tryptophan, d- 
phenylalanine, d/-2-amino-n-valeric acid, /-oxyproline, 
l-proline, histidine, glutamate, cystine, and lysine were 
non-antagonistic at the stated concentrations. Sodium 
nucleate was antagonistic to the action of both stil 
bamidine and pentamidine on the growth of Bact. coli. 
Higher concentrations were required to antagoniz 
pentamidine than stilbamidine. With Staph. aureus the 
action of stilbamidine was inhibited by sodium nucleate, 
but that of pentamidine was only antagonized in its 
lowest effective concentration. Nucleic acids of the 
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desoxyribonucleic type behaved similarly. Growth- 
ting factors including thiamin (aneurin), ribo- 
favin, niacin, choline, pimelic acid, pantothenate, 
biotin, pyridoxin, p-aminobenzoic acid, and inositol 
were inactive as antagonists of diamidines. 
Of the constituents of nucleic acid, adenine, guanine, 
xanthine, hypoxanthine, and uracil were inactive. Of 


the nucleosides, adenosine and guanosine were in- 


active up to 5% concentrations. The mononucleotides, 
adenylic and guanylic acids, however, showed one- 
fifteenth to one-twentieth of the activity of the poly- 
nucleotide. Mixtures of the two mononucleotides were 
no more active than the substances separately. No 
difference in antagonistic activity was produced when the 
polynucleotide was hydrolysed in ammonium hydroxide 
in the autoclave at 15 Ib. (6-75 kg.) for 30 minutes. 
Nucleic acids, mononucleotides, and salts of phosphoric 
acid gave precipitates in contact with high concentrations 
of diamidines, which suggested that the phosphorus 
group was responsible for the complexes formed and for 
the anti-amidine activity. However, contact between 
bacteria and diamidine for 24 hours before addition of 
the nucleic acids did not influence the antagonistic action 
of the latter. 

Polyamines such as spermine and spermidine phosphate 
were themselves antibacterial, and exerted no anti- 
diamidine effect in lower concentrations. Synthetic 
polyamines were antagonistic to diamidines. There was 
no correlation between antagonistic activity and length 
of the hydrocarbon chain. The most active compound 
was triethylene tetra-amine. Nucleic acid antagonized 
the antibacterial action of the natural polyamines against 
Bact. coli. 

From these results it is deduced that the diamidines 
cause metabolic disturbances of the cell nucleotides by 
fixation of nuclear substances, while the antagonism of 
the polyamines is associated with their competition for 
the same cellular substance, as indicated by the observed 
nucleic acid-polyamine antagonism. P. B. Marshall 


529. Glycerite of Hydrogen Peroxide. I. Comparison 
of its Bacteriotoxic Action with That of Mercurial 
Solutions 

E. A. Brown, W. KRABEK, and R. SKIFFINGTON. Journal 
of Bacteriology [J. Bact.|) 53, 793-799, June, 1947. 
9 refs. 


The glycerite of hydrogen peroxide is derived from 
a solution of urea peroxide (4%) in substantially an- 
hydrous glycerol, with 8-hydroxyquinoline (0-1%) as an 
added stabilizer. A solution which for practical purposes 
is similar may be made by dissolving pure, relatively 
non-aqueous hydrogen peroxide (92%) in glycerol with 
8-hydroxyquinoline (oxine) and with or without added 
urea. 

The results of a comparison of the new antiseptic 
solution with a number of organic mercurial solutions 
are reported in this paper. The glycerol solutions used 
were: (1) urea peroxide with oxine, and hydrogen 
peroxide with oxine as described above; (2) similar 
solutions but without oxine; (3) oxine alone; controls 
included glycerol alone and glycerol saturated with urea. 
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Under the conditions of the test the control solutions, 
with the exception of oxine in glycerol, had a negligible 
effect. The mercurial solutions used (tincture and 
aqueous) were: “ merbromin ”’, “‘ merseptal ’’, mercuro- 
chrome, mercresin’’, merthiolate’”’, and “ meta- 
phen’. A modified cylinder agar plate method was used 


. for testing these solutions against the following: Staphy- 


lococcus aureus; Staph. albus, coagulase positive; 
Staph. pharyngis; Streptococcus liquefaciens; a- diph- 
theroid; Bacillus subtilis; Bacterium coli commun.; 
Proteus mirabilis; Pseudomonas aeruginosa; and Aero- 
bacter cloacae. The peroxide solutions in general showed 
greater activity than did the mercurial solutions against 
Gram-positive bacteria, but the latter were, in general, 
more effective against Gram-negative organisms. In 
alcoholic solution the mercurials were most active; the 
peroxides showed as good, or better, results when their 
action against Gram-negative bacteria was compared 
with that of the mercurials in aqueous solution. The 
authors suggest that since the alcoholic solutions cannot 
be used on large wound areas because of irritation, the 
glycerite of hydrogen peroxide, which is non-irritant, 
should be more useful in such cases. The solution of 
hydrogen peroxide in glycerol without urea showed 
rather less-activity than did the solution with-urea. The 
addition of oxine resulted in somewhat greater activity 
of the solutions in the presence of serum, but did not 
make much difference in the absence of the latter. 
Various atypical colonies were formed by some of the 
test organisms in the presence of the peroxide or mercurial 
solutions. T. D. M. Martin 


530. The Development of Anthrax Following the 
Administration of Spores by Inhalation 

J. M. BARNES. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 28, 385-394, Dec., 1947. 2 figs., 
7 refs. 


Rabbits, guinea-pigs, and mice exposed to appropriate 
amounts of dry anthrax spores dispersed in a cloud 
develop a generalized anthrax infection from which they 
die within 7 days, usually after 2 to 4 days, without signs 
of pulmonary infection. The dose of anthrax spores 
required to kill by inhalation is several hundred times 
greater than that effective by subcutaneous injection. 
Immediately after inhalation about 20% of the spores 
inhaled can be recovered from the lungs and about 70% 
from the stomach. Twenty-four hours after inhalation 
only 10% can be recovered from the lungs, suggesting that 
most spores reaching the lungs are destroyed there; no 
evidence of rapid infection of the blood stream could be 
obtained. If anthrax spores are sprayed from a solution 
of tergitol ”’ 


the approximate lethal dose for animals by inhalation is 
greatly reduced; this is not due to the effect of tergitol on 
the lungs, for with mixed clouds of tergitol and spores 
there was no reduction of lethal dose. The main effect 


seems to be an increase in the number of anthrax spores 
reaching the tracheo-bronchial lymph nodes and an 
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increase in their rate of germination; vegetative forms 
may be found in the tracheo-bronchial lymph nodes 
before they can be demonstrated in the lungs. The action 
of tergitol, which is shared by saponin, “ aerosol O.S.,”’ 
* aerosol O.T.,” “ cetavion’’, tergitol 7°’, “‘ solvar’’, 
and ox bile, but not by “ dispersol”’, gastric mucin, or 
* teepol X ”’, is so far unexplained. C. L. Oakley 


531. Physiological Studies on Spore Germination with 
Special Reference to Clostridium botulinum. I. 
Development of a Quantitative Method 

E. S. Wynne and J. W. Foster. Journal of Bacteriology 
[J. Bact.] 55, 61-68, Jan., 1948. 34 refs. 


A simple, reasonably accurate method for quantitative 
study of spore germination in Clostridium botulinum and 
other anaerobes is described. The obstacle of dormancy 
has been eliminated, maximum counts appearing in 3 
days. Illustrations are given of the application of the 
method.—[Authors’ summary.] 


532. Physiological Studies on Spore Germination with 
Special Reference to Clostridium botulinum. I. 
Quantitative Aspects of the Germination Process 
E. S. Wynne and J. W. Foster. Journal of Bacteriology 
[J. Bact.] 55, 69-73, Jan., 1948. 2 figs., 5 refs. 


The germination process of spores of Clostridium 
botulinum 62A is logarithmic. In air atmosphere the 
length of the lag period in gefmination varied inversely 
with the logarithm of the number of spores per ml. in the 
inoculum. These relations are expressed mathematically. 
—[Authors’ summary.] 


533. Virulence of Gravis Strains of Corynebacterium 
diphtheriae 

J. W. McLeop and D. T. Rosinson. 
97-100, Jan. 17, 1948. 6 refs. 


During the period immediately before the outbreak of 
the war of 1939-45 it was customary to accept as virulent 
all typical gravis strains of Corynebacterium diphtheriae 
isolated from faucial swabs of cases of clinical diphtheria. 
Most observers found an exceedingly low percentage 
of avirulent gravis strains. During the war, however, 
several reports were published from various geographical 
areas—for example, Cardiff—of the isolation of non- 
virulent gravis forms. It was obviously important to 
re-examine the question, and it was decided to collect 

‘ representative strains from different areas in Britain and 
from various countries in Europe and the Middle East. 
The collection was then examined by the two authors 
independently in their respective laboratories in Leeds 
and Liverpool. The main difference in the techniques 
employed was that in Liverpool fresh blood-tellurite agar 
was used for colonial identification and the intracutaneous 
test for virulence, whereas in Leeds heated blood-tellurite 
agar was used and subcutaneous injection of one-quarter 
of the suspension of a Loeffler-slope culture into a guinea- 
pig for the assessment of virulence. There was very 
close correspondence between the findings of the two 
laboratories. 


Lancet [Lancet] 1, 


Over 200 starch-fermenting strains of C. diphtherige 
came from the Middle East, Western and Central Europe, 
Norway, widely scattered areas in England and Ww 
and one area in Scotland. It was found that the 
immunological Group I predominated in Britain ang 
Group II in Europe, and in these groups the number of 
non-virulent strains was negligible. Of the smajj 
number of strains from the Middle East the majority 
belonged to Group IV and were virulent. Of the smalj 
number of Group IV strains isolated in Britain a high 
proportion were non-virulent. There was some dis. 
crepancy in the classification of Group IV non-virulent 
strains. Robinson in Liverpool described them as 
atypical, whereas McLeod in Leeds accepted them as 
** gravis’ strains. Over the whole series of the starch. 
fermenters examined 5 to 6% were found to be non- 
virulent. In view of the time and expense involved in 
carrying out virulence tests the authors conclude that 
such tests could justifiably be restricted to cultures from 
chronic carriers and from diphtheritic lesions in unusual 
areas. The possibility of the existence in certain geo- 
graphical areas (as in Cardiff) of starch-fermenting gravis 
strains belonging to immunological groups other than 


- I or II should always be considered. All such strains 


should be submitted to virulence tests. H. J. Bensted 


534. Bacterial ** Calculi 
H. B. Hewitt. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 59, 657-664, Oct., 1947. 8 figs., 15 refs, 


When certain organisms are grown on a routine labora- 
tory medium containing soluble calcium salts in 
concentrations above 0-3% there is a tendency for small 
whitish bodies, just visible to the naked eye, to develop 
within the colonies. These bodies are optically active 
and consist largely of calcium carbonate. Proteolytic 
organisms such as Proteus show a special facility in the 
formation of carbonate bodies on a medium containing 
a relatively low concentration of calcium. Provided that 
the calcium requirements in the medium are met the 
bodies are reproducible in all subcultures. The bodies 
consist of aggregations of inorganic material, bacterial 
bodies, and other organic matter. Microscopically they 
appear to take on certain characteristics associated with 
the organism concerned. The author discusses the 
possibility of a common origin on these lines for all 


body calculi. H. J. Bensted 
535. The Recognition of Toxicogenic Bacterial Strains 
in vitro 


S. D. Evex. British Medical Journal [Brit. med. J.] 1, 
493-496, March 13, 1948. 4 figs., 3 refs. 


This in vitro test for the detection of toxicogenic strains 
of various organisms is based on the principle of floccula- 
tion of a toxin—antitoxin mixture. In order to establish 
optimum conditions for the latter, the author pours plates 
and embeds, while the medium is still soft, a strip of 
filter paper previously dipped into specific antitoxin. 
After the medium solidifies the plates are inoculated by 
streaks at right angles to the filter paper. The toxin 
produced by the subcultures and the antitoxin contained 
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" in the filter paper diffuse into the medium, and after 24 


to 48 hours precipitation occurs in a line and at an angle 
of about 45 degrees at either side of the inoculum, thus 
ing as an arrow-head. Technical details are given 
and non-specific reactions are discussed. The method 
appears to be particularly suitable for the detection of 
virulent strains of Corynebacterium diphtheriae and, in the 
hands of the author, yielded results identical with those of 
the guinea-pig test. R. Salm 


536. Stepwise Intratype Transformation of Pneumo- 
coccus From R to S by Way of a Variant Intermediate in 
Capsular Polysaccharide Production 

C. M. MAcLeop and M. R. Krauss. Journal of 
Experimental Medicine [J. exp. Med.) 86, 439-453, Dec., 
1947. 12 refs. 


A variant intermediate between the.classical R and S 
forms has been isolated by selective procedures from a 
rough strain of pneumococcus originally derived from 
Type If S. This variant is avirulent for mice, forms 
rough colonies, and does not possess a demonstrable 
capsule. However, it synthesizes SSS II indistinguishable 
immunologically from that produced by fully encap- 
sulated pneumococcus Type II, though in much smaller 
amount. This polysaccharide is present as a surface 
component, and as it exists in the cell is highly antigenic 
in rabbits. An extract of the variant causes the trans- 
formation in vitro of an R strain into a variant resembling 
the intermediate in SSS II production but without any 
apparent change in the colonial characteristics of the R 
strain. The intermediate variant is convertible in vitro 
into a fully encapsulated strain of pneumococcus Type II. 
Attempts to transform it into a heterologous type of 
pneumococcus (Type III) were unsuccessful. A method 
is described for the preparation of “ transforming” 
extracts of pneumococci, by utilizing the massive growth 
of organisms obtained in media containing high con- 
centrations (0:5%) of glucose.—[From the authors’ 
summary .] 


537. Activation of Staphylocoagulase 

E. B. GeRHEIM, J. H. FerGuson, and B. L. TRAvis. 
Proceedings for the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 525-527, 
Dec., 1947. 10 refs. ‘ 


The authors investigated the activator substance 
necessary for the clotting of plasma by staphylocoagulase. 
Preparations of the enzyme were obtained from broth 
cultures of Staphylococcus aureus by precipitation with 
alcohol. The enzyme, stored in the refrigerator as a dry 
powder, remained stable for at least 8 months, and was 
readily soluble in buffer solution. A mixture of fraction 
I of bovine plasma (50% fibrinogen) and enzyme did not 
clot, but clotting took place when human plasma was also 
present in the mixture. The activator was therefore not 
present in the fraction of bovine plasma, but was supplied 
by whole human plasma. When the globulin fraction 
alone was used instead of whole human plasma clotting 
took place, but the albumin fraction provided a more 
potent source of activator. No activator was present in 


a purified crystalline preparation of human serum 
albumin. Purified prothrombin and preparations of 
recently identified accelerators of prothrombin conversion 
(Owren’s “ factor V”’ and Seeger’s “‘ accelerator globu- 
lin’’) also gave negative results. Some activation 
occurred with a preparation of thromboplastin. 

D. G. ff. Edward 


538. Investigations into the Mechanism of Infection of 
Haemolytic Streptococci. [In English] 

O. Sytvest. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 2A, 326-329, 1947. 
7 refs. 


Mice were inoculated subcutaneously with a suspension 
of haemolytic streptococci. In a matter of hours the 
organisms had reached the regional lymph nodes, while 
in a few bacteriaemia had resulted. The author con- 
cludes that this is the usual mode of spread of infection, 
though in isolated instances septicaemia may occur by 
direct invasion of the blood stream, without involvement 
of the lymph nodes. R. Salm 


539. Streptothrix (Actinomyces) muris_ ratti 
(Streptobacillus moniliformis) Isolated from a 
Human Infection and Studied as to its Relation to Emmy 
Klieneberger’s L 1. [In English] 

T. TH36TTA and J. JoNsEN. Acta Pathologica et Micro- 
biologica Scandinavica [Acta path. microbiol. scand.] 
24, 334-351, 1947. 15 figs., 11 refs. 


This paper is a study of a strain of Streptobacillus 
moniliformis isolated from the blood of a patient infected 
by the bite of a white laboratory rat. The organism was 
a very pleomorphic, non-motile, non-branching, Gram- 
negative rod, which grew aerobically as well as anaerobi- 
cally, but required either blood or serum for its growth. 
Glucose, salicin, maltose, dextrin, and galactose were 
fermented with formation of acid only. Gelatin was not 
liquefied. It was virulent for mice and rabbits, but not 
for guinea-pigs. The authors examined the morphology 
of the organism in great detail, both in vivo and in vitro; 
they conclude that short and long rods and spherical and 
club-shaped bodies are all manifestations of the same 
organism, and reject Klieneberger’s thesis that the 
minute rods, growing in tiny colonies, constitute a con- 
taminating organism belonging to the pleuropneumonia 
group. R. Salm 


540. Penicillinase from a Gramnegative Bacterium. 
[In English] 

R. BRoperseN. Acta Pathologica et Méicrobiologica 
Scandinavica [Acta path. microbiol. scand.] 24, 383-393, 
1947. 1 fig., 9 refs. 


Penicillinase was prepared from a Gram-negative 
bacillus, isolated from a culture of Penicillium nptatum, 
which grew at 0° and 37° C., with an optimum of 24° C. 
The enzyme proved to be comparatively heat-resistant; 
in Soerensen’s buffer and at a pH of 7-0 it could be heated 
for 5 minutes at 50°C. without appreciable loss of 
potency; at 60°C. a quarter of its original activity was 
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retained, though all was lost at 70°C. In this and 
several other respects, notably of a chemical nature, this 
penicillinase differed from that obtained from Woodruff 
and Foster’s Gram-positive, spore-bearing bacillus, which 
is completely destroyed at 49° C., and hence the author 
concludes that they are two different enzymes. The 
method of estimating penicillinase activity consisted in 
inoculating penicillin-agar plates with staphylococci. 
Round areas were then punched out of the medium, 
sealed, and filled with penicillinase solution of various 
strengths. After incubation the width of the zones of 
bacterial growth was measured and proved to be pro- 
portionate to the strength of the enzyme. R. Salm 


IMMUNITY 


541. An Experimental Study on a Derivative of Laigret— 
Durand’s Strain of Murine Rickettsiae for the Preparation 
of Living Typhus Vaccine. I. Serological and Immuno- 
logical Analysis. [In English] 

C. Kurnc and T. PAcKALEN. Acta Pathologica et 
Microbiologica Scandinavica [Acta path. microbiol. 
scand.] 24, 371-374, 1947. 31 refs. 


It has not been possible with a vaccine prepared from a 
Laigret-Durand strain of murine rickettsiae to stimulate 
any formation of humoral antibodies against our strain of 
Rickettsia prowazeki. Nor did the vaccine produce any 
immunity against infection with European virus. The 
implication of these results will be discussed in a later 
paper.—[Authors’ summary.] 


542. The Altered Response of Human Beings to the 
* Intramuscular Administration of Typhoid Vaccine during 
Massive Salicylate Therapy 

B. V. JAGER and M. NICKERSON. American Journal of 
Medicine [Amer. J. med.] 3, 408-422, Oct., 1947. 5 figs., 
34 refs. 


Typhoid vaccine was administered to two groups of 
individuals. The control group of 18 adults consisted 
of 13 healthy hospital personnel, 2 patients with multiple 
sclerosis, 1 patient with arteriosclerotic heart disease, and 
2 patients with acute rheumatic fever. In the other 
group there were 14 adults who were receiving massive 
doses of salicylate at the time of administration of the 
vaccine. Eight of these had rheumatic fever, 3 had 
rheumatoid arthritis, and 2 had dermatomyositis; one 
was thought to have periarteritis nodosa. Plasma- 
salicylate levels during the week preceding and for 2 weeks 
after administration of the antigen were maintained at 
between 300 and 400 yg. per ml. of plasma in 12 of the 
14 patients, and between 200 and 300 jug. in the remainder. 
In each group 9 patients gave a history of immunization 
with typhoid vaccine during the previous 5 years. The 
vaccine used contained 1,000 million typhoid and 500 
milliom paratyphoid A and B organisms per ml. Each 
subject received two injections of 1 ml. intramuscularly 
with a 48-hour interval. After these injections antibody 
levels in sera were estimated at intervals—twice during 
the first week, thrice during the second, and thereafter 
once a week for many weeks. 


MICROBIOLOGY 


The rise in H antibody titres in the patients receiy; 
large doses of salicylates was significantly less than in the 
control group. Results with O antibody titres were leg 
clear-cut, but suggested that some depression of 0 
antibody formation occurred in the patients Teceiving 
salicylates. Local reactions were milder in the patients 
to whom salicylates were given, and they had no systemic 
reaction, whereas such a reaction occurred in 8 Subjects 
in the control group. Further studies on individual 
patients selected from the control group and the 
receiving salicylates showed that the former, after 
injection of vaccine, usually developed a. transient 
leucocytosis, with an increase in granulocytes and 4 
lymphopenia, and also a rise in plasma fibrinogen and in 
the erythrocyte sedimentation rate. In the patients 
receiving salicylates there was no significant rise in the 
total leucocyte count, plasma fibrinogen level, or sedj. 
mentation rate, although there was some apparent 
reduction in total lymphocytes per c.mm. after injection 
of vaccine. 

The total protein, albumin, globulin, and y-globulin 
content of the serum was determined at frequent intervals 
after injections of vaccine in patients selected from 
each group. As determined chemically, the y-globulin 
fraction was found to increase immediately after vaccine 
administration in the control group, to return rapidly to 
its original level, and then to rise again during the second 
week after vaccine administration; this secondary rise 
coincided with the maximum antibody titre to the 
Salmonella typhi H antigen. In the patients receiving 
salicylates no immediate or delayed rise in the y-globulin 
occurred. The authors discuss their findings at some 
length, particularly in relation to the more recent theories 


of the mechanism of antibody production. 


T. D. M. Martin 


543. Enhancement of Heterophile and _ Bacterial 
Agglutination Titres by Means of Serum Diluent 

A. MILZzER and S. NATHAN. Proceedings of the Society 
for Experimental Biology and Medicine (Proc. Soc. exp. 
Biol., N.Y.) 66, 619-621, Dec., 1947. 9 refs. 


Sera from 9 cases of infectious mononucleosis and 10 
control sera were examined by the Paul—Bunnell test for 
heterophile antibodies. The tests were carried out in 
duplicate; in one set dilutions of the test serum were 
made in saline in the usual way, and in the other, normal 
human serum, rabbit serum, ascitic fluid, or 20% bovine 
albumin was used as the diluent. In the tests with serum 
diluent the positive sera gave titres four to eight times 
higher. One serum was positive with the serum diluent 
although it was repeatedly negative in tests with saline 
as the diluent. In another case a positive result was 
obtained earlier in the disease when serum was used as 
the diluent. Some of the negative sera gave positive 
agglutination with the serum diluent, but all were negative 
after absorption with guinea-pig kidney. A _ similar 
enhancement of titre was obtained with serum diluent 
in agglutination tests with bacterial antigens, including 
those of typhoid, dysentery, and Brucella. In the serum 
diluent the bacterial clumps were more easily dispersed 
by shaking. D. G. ff. Edward 
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544. Concentrated Human Milk. (Latte umano con- 
centrato) 

A. Bueper. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.| 45, 577-604, Oct., 1947. 23 figs., 13 refs. 


Human milk was concentrated by boiling at 55°C. 
under reduced pressure until the volume was halved. 
It was then stored in a refrigerator. There was no 
alteration in taste or smell. Average values were: for 
protein 2-1 %, fat 5-8%, sugar 13%, vitamin C 80 to 160 

mg. per litre. Microscopically, there was a great pre- 
ponderance of small fat globules. The concentrate was 
used for infants in addition to the routine milk feeds. 
Quantities varying from 30 to 100 g. daily, according to 
the size of the main feed, were given to 22 infants— 
18 premature and 4 weakly babies. In all there was an 
immediate upward movement in the weight curve. 
Compared with other babies in the clinic given the same 
care and routine feeding, there was a pronounced increase 
in the rate of development. The weight was doubled in 
60 to 70 days, instead of 90. The author believes that the 
good result was partly due to the fact that the diet 
became adequate as regards essential proteins. The daily 
amount required, according to Levine, is 4-4 to 6 g. fora 
baby weighing less than 2 kg. This amount is not 
secured with the usual feeds given to premature infants, 
but is attained on adding concentrated milk. The im- 
provement in the appearance of these babies was striking, 
apart from the actual gain in weight. 

[It is difficult to share the author’s belief that the 
infant benefits from the increase in protein, since the 
value is raised only very slightly by this feeding method. 
It is also not clear whether there was any selection of 
cases. If there was not, there must have been some other 
reason for the failure of so many premature infants to 
thrive.] J. G. Jamieson © 


545. The Significance of Harrison’s Grooves 
J. NaisH and H. R. E. WALuts. British Medical Journal 
[Brit. med. J.] 1, 541-544, March 20, 1948. 27 refs. 


Harrison’s groove is a depression to be felt and/or 
seen in the mid-axillary line, moving up and down with 
respiration and denoting the height of the diaphragm. 
The causation is obscure, the grooves corresponding not 
to the attachment of the diaphragm to the ribs but to the 
upper surface of the curve. Rilliet and Barthez in 1843 
suggested that there was a gap between the attachments 
of the major muscles of thoracic respiration and those of 
the diaphragm, and that a negative intrathoracic tension 
in that area produced indrawing of the ribs. Several 
conditions associated with the syndrome are noted. Ina 
study of 500 school children selected at random, together 
with 25 who had had rickets 8 years previously, 100 
asthmatic children, and 36 children with congenital heart 
disease, it was found that the grooves occur most often: 


(1) in those who have had pneumonia in early life, and 
possibly after bronchitis, measles, and pertussis; (2) in 
children in whom colds have been frequent; (3) in those 
with pigeon-breast; and (4) in poor children. Neither 
breast-feeding nor addition of vitamin D to diet in infancy 
reduced the incidence, while “‘ evidence of past rickets ”’ 
and small stature did not increase it. The grooves were 
present in healthy children with no history of disease 
and in 79% of asthmatic children. They were common 
in cases of congenital heart disease. Beryl Twyman 


546. Rehabilitation of the Malnourished Child by 
Vegetable and Animal Proteins. (La recuperacion del 
nifio desnutrido empleando proteinas de origen vegetal 
y proteinas de origen animal) 

F. Gomez and R. RAMos GALVAN. Boletin Médico del 
Hospital Infantil [Bol. méd. Hosp. infant.| 4, 377-400 and 
513-562, July-Aug. and Sept. ~Oct., 1947. 8 figs., 
27 refs. 


Time and money were being wasted in giving hospital 
treatment to children who relapsed on return home 
simply because they were not fed well enough. The 
authors found that while it was not possible to feed a 
child adequately by using only the foodstuffs available to 
the poorer people, an adequate diet could be given if the 
protein or amino-acid deficiencies were made good. The 
chief shortages were of tryptophan and lysine; leucine, 
cystine, and valine were also lacking. These are best 
given in the form of animal protein—milk, flesh, or eggs. 
The authors found that addition of soya and wheat to the 
diet had the same effect. They were able to demonstrate 
these findings in 17 cases. Extensive biochemical 
research was carried out on the patients and on the diets. 
It was found that a vegetarian diet had to be of greater 
calorie value than a mixed diet to achieve the same result. 
Also, it resulted in a haemoglobin deficiency; although 
the iron content was much higher, the iron was apparently 
lost in the roughage. The ossification centres, already 
delayed in these children, appeared sooner when a mixed 
diet was given. Bowel action was more frequent in 
children on the vegetarian diet, the frequency varying 
with the amount of roughage. 

[The details of the diet would not interest Europeans, 
the constituents being largely peculiar to South America.] 
J. G. Jamieson 


547. Cardiac Murmurs in Infancy 
N. Cox. British Medical Journal (Brit. med. J. ] 1, — 
150, Jan. 24, 1948. 7 refs. 


In a preliminary report on the significance of cardiac 
murmurs in infancy the author records his observations 
on 630 ostensibly healthy children examined at the ages 
of about 6 weeks, 3, 6, 9, and 12 months, and thereafter 
at 6-monthly intervals, most of them for about 3 years, 
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Regular 6-monthly radiographic examinations were 
made in all children. Thirty-two (5%) had murmurs 
which were classified according to the age when first 
noticed and are described as transient, temporary, or 
persistent. No diastolic murmurs were observed. Of 
the 32 murmurs 23 were not detected until after the child 
was 9 months old. There was a relatively greater 
number of transient murmurs among infants observed 
in the early weeks of life. Six out of 8 murmurs appear- 
ing at the age of 18 months became permanent. With 
the exception of 2 cases, no associated symptoms or signs 
could be observed. No correlation between clinical 
findings and radiographic appearances could be estab- 
lished. The results are as yet too few to allow any 
conclusions to be drawn. H. Herlinger 


548. Juvenile Hypertension. (De l’hypertension juvénile) 
J.C. GouDRIAAN. Archives Néerlandaises de Physiologie 
de I’Homme et des Animaux [Arch. néerl. Physiol.) 28, 
572-585, 1947. 3 figs., 19 refs. 


A group of students, 17 to 20 years of age—very few 
older—all in apparent health, had hypertension. The 
group consisted of 130 women and 239 men. They were 
subdivided into 5 batches with a systolic blood pressure 
of: (1) 120 mm. Hg and under; (2) 121 to 130 mm. Hg; 
(3) 131 to 140 mm. Hg; (4) 141 to 150 mm. Hg; (5) 
over 150 mm. Hg. Hypertension was more prevalent in 
the males. The rise in diastolic pressure was less 
pronounced than that in systolic pressure. Group 2 was 
considered doubtful in relation to a supposed norm and 
Group 3 slightly hypertensive, while Groups 4 and 5 were 
regarded as distinctly abnormal. More than half the 
total number were in Groups 2 and 3 and more than 
40% of females were in Group 2. Of males 27-62% hada 
systolic pressure of 140 mm. or more, compared with 10% 
of females. The role of the psychic factor is discussed. 
Much improvement was observed during three years of 
periodic examination. The condition should not be 
regarded lightly. D. T. Barry 


549. Glomerular Filtration Rate, Effective Renal Blood 
Flow, and Maximal Tubular Excretory Capacity in 
Infancy 
J. R. West, H. W. Smitu, and H. Cuasis. Journal of 
Pediatrics {J. Pediat.] 32, 10-18, Jan., 1948. 4 figs., 
17 refs. 


The authors, at the New York University College of 
Medicine, discuss the development of glomerular and 
tubular function in children up to 2 years of age, renal 
function being correlated with body surface area. 

In 23 normal infants estimations were made, by the 
methods described by Goldring and Chasis for adults, of: 
(1) mannitol clearance (rate of glomerular filtration) 
(2) p-aminohippurate clearance (effective renal plasma 
flow), and (3) maximal tubular excretory capacity for 
p-aminohippurate. Both substances were administered 
in doses varying with body weight to give suitable plasma 
concentrations in an intravenous normal saline infusion 
(250 ml. at 2 to 4 ml. per minute), with a second dose of 
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p-aminohippurate after 30 minutes. After a further % 
minutes urine was collected by catheterization, the bladder 
being washed out with sterile saline after each Collection, 
In later tests the mannitol was determined by the chromo. 
tropic-acid method of Corcoran and Page. 

The authors found that the filtration rate increases from 
3 ml. per minute in the first week of life to 40 to 50 mj, 
per minute at 1 year. From their data the correlation 
between renal function and body surface area appears tg 
exist at ages under 2 years, the adult filtration rate of 
124 ml. per 1-73 sq. metres being reached in some infants 
at the age of 10 to 20 weeks. The renal plasma flow 
increased from 12 ml. per minute in the first week to 
140 ml. per minute at 1 year. The adult mean (646 mj, 
per 1-73 sq. metres) was reached by 30 weeks in some 
cases. The maximal tubular excretion of p-aminohip. 
purate increases from 2-6 mg. a minute to 25 mg. a min. 
ute, and reaches the adult value at 30 weeks (77-5 mg. a 
minute per 1-73 sq. metres). It is concluded that these 
three functions are adjusted before the age of 1 year to 
the metabolic requirements of the body, for which the 
surface area is taken as an index, but that in early infancy 
the adjustments take place at different rates. Examina- 
tion of the various ratios shows: (1) A proportional 
increase in renal blood flow with the development of 
the renal tubules. (2) A high filtration fraction in early 
months, due either to imbalance between glomerular and 
tubular development or to a low extraction ratio in the 
blood perfusing the tubules—a point which requires 
further study. The authors suggest that the preponder- 
ance of glomerular function over tubular function may be 
due to the large glomerular surface and increased pressure 
found in the infant kidney. Morag L. Insley 


550. Diabetes Mellitus in Infants under One Year of 
Age. Report of a Case and Review of the Literature 

J. SCHWARTZMAN, M. E. Crusius, and D. P. Berne, 
American Journal of Diseases of Children [Amer. J. Dis, 
Child.] 74, 587-606, Nov., 1947. Bibliography. 


In a girl, aged 8 months, admitted to hospital for 
acute bronchitis, routine tests of urine revealed sugar and 
acetone. Diabetes mellitus, suggested by a history of 
this disease in a maternal aunt and cousin, was confirmed 
by the finding of a blood-sugar level of 600 mg. per 100 ml. 
and by subsequent glucose tolerance tests. One injec- 
tion of 20 units of insulin was followed by a clinical 
hypoglycaemic reaction, but thereafter during the 
7-month period of observation no insulin was necessary. 
Septic complications—abscess formation and, later, 
pharyngitis and gingivitis—were overcome by systemic 
administration of penicillin. Dextrose tolerance curves 
in both parents and in 6 other children were normal. 

[The series reveals a worse prognosis than can reason- 
ably be expected in these days of early diagnosis and 
correct treatment. The authors’ plea for routine 
dextrose tolerance tests on any infant with a family 
history of diabetes “‘ every two months for the first year 
and every six months thereafter” seems unwise, since 
most parents of such children make the diagnosis for 
themselves and are only too apprehensive of early 
symptoms. ] H. Whittaker 
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551. Periodic Disease. A Probable Syndrome Including 
Periodic Fever, Benign Paroxysmal Peritonitis, Cyclic 
Neutropenia and Intermittent Arthralgia 

H. A. REIMANN. Journal of the American Medical 
Association [J. Amer. med. Ass.] 136, 239-244, Jan. 24, 
1948. 4 figs., 35 refs. 


In this paper 6 cases of varied clinical syndromes are 
reported whose common feature is that, over a period of 
several years, they have recurred in attacks lasting several 
days at remarkably regular intervals. In 3 patients the 
main features were febrile episodes accompanied by 
abdominal and limb pains. In each the cycle was dif- 
ferent; in the first, a woman of 49 with a history of 11 
years’ illness, the attacks lasted 5 to 7 days and recurred 
at intervals of 17 to 22 days unrelated to the menses; 
the only abnormal findings were a panleucopenia of 
2,000 to 3,000 cells per c.mm. with a monocytosis of 7 to 
21%, a raised erythrocyte sedimentation rate, and an 
increased globulin content of blood. The second patient, 
aman of 27, had headache, vomiting, general pains, and 
pyrexia in attacks lasting 2 days and separated by intervals 
of good health at first of 30 days shortening later to 7 
days, the only abnormality being a slight leucocytosis 
(11,000). The third patient had a 3 years’ history of 
attacks of pyrexia with abdominal pain, nausea, and 
occasional diarrhoea with a leucocytosis of 12,000 to 
17,000, lasting for about 48 hours at intervals of 2 to 6 
weeks. In none of these 3 cases was any infective factor 
unmasked, nor did the author discover any of the usual 
causes of recurrent pyrexia, which he lists as “‘ Hodgkin’s 
disease, non-suppurative relapsing panniculitis, undulant 
fever, relapsing fever, malaria, migraine, epilepsy, and 
certain psychoses”. A fourth patient, a man of 20, 
suffered from cyclic neutropenia with increasing malaise, 
headache, sore throat, buccal ulceration, and cervical 
lymphadenitis; the attacks lasted for 5 to 7 days at inter- 
vals of 20 to 22 days. A fifth had an intermittent 
hydrarthrosis and the sixth a regular recurring myasthenia 
gravis. Several cases are quoted from the literature. 
The author concludes that there is as yet no satisfactory 
explanation for these medical curiosities, most of which 
recur independently of any known natural rhythmic 
functional fluctuations. Henry Cohen 


552. A Study of the Mechanism and Treatment of 
Experimental Heat Pyrexia 
W. M. Datty and T. R. HARRISON. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 42-55, 
Jan., 1948. 7 figs., 24 refs. 


In health a level body temperature is maintained by a 
delicate mechanism whereby excessive biochemical heat 
production or exposure to inordinate heat is counter- 
balanced by appropriate physical heat loss, mostly in the 
form of sweating. Three forms of heat stroke may be 
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recognized—namely, simple exhaustion or prostration, 


painful cramps and spasms of the skeletal muscles, and 


a severe condition marked by hyperpyrexia, coma, 
convulsions, bounding pulse, and hot dry skin, the patient 
passing into a state of vascular collapse, tissue anoxia, and 
pulmonary oedema. This third manifestation is best 
described as “heat pyrexia” or heat stroke proper. 
The outstanding danger to a person exposed to excessive 
heat is any impediment to sweating or any cessation of 
that process. The essential and cardinal requirement for 
a patient overcome by heat pyrexia is a rapid reduction in 
temperature, and this can be attained by wrapping the 
patient in wet sheets and playing cool streams of air 
thereon with electric fans. The authors of the present 
article, however, cite experimental! and clinical evidence 
purporting to show that reduction of hyperpyrexia is most 
satisfactorily and safely attained by immersion of the 
patient in ice-cold water. G. F. Walker 
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553. The Allergen(s) of House Dust. Diagnosis and 
Desensitization of Dust-sensitive Patients with “‘ Crude 
Dust Antigen ”’. 
K. MAUNSELL, E. WHETNALL, and C. RIMINGTON. 
British Journal of Experimental Pathology (Brit. J. exper. 
Path.) 28, 331-338, Oct., 1947. 7 refs. 


** Crude dust antigen ” (in concentrations of 10-*,10-5, 
and 10~*), was used for comparative skin testing of 59 
control subjects and 80 individuals with allergic symp- 
toms. Of the 59 controls 2 who gave positive reactions | 
with control saline were excluded; 49 were considered 
normal, and the remainder who had at some period of 
their life suffered from allérgic symptoms formed an 
“allergic”? sub-group. Of the normal group none 
reacted to dust antigen in a dilution of 10-*; 3 reacted to 
a dilution of 10—5, and 17 tooneof 10~*; in the “allergic ” 
group 4 reacted to a dilution of 10-*, 3 to 10-5, and 2 to 
10-*. Thus 29 of the normal group and only 1 of the 
** allergic ’’ group failed to react. Since only 6% of the 
normal group gave reactions to dust extract in a dilution 
of 10°, this was the maximum strength subsequently used 
for diagnostic purposes. 

Eighty subjects were tested who were suspected of 
allergic sensitivity because of: (1) rhinorrhoea (58); 
(2) rhinorrhoea with asthma, bronchitis, neurodermatitis, 
or urticaria (12); or (3) asthma, bronchitis, neuro- 
dermatitis, or urticaria without rhinorrhoea (10). 
Reactions to dust antigen in a dilution of 10-5 were 
obtained in 55 of these patients. There was approxi- 
mately the same incidence of reaction in all three groups. 
Thirty-six subjects with perennial rhinorrhoea with or 
without asthma who reacted to dust antigen in dilutions 
of 10—° and 10~* werenot aware that dust had any effect on 
their symptoms, whereas 4 whose threshold dilution was 
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not less than 10~’ stated that contact with dust in unusual 
amounts brought on attacks. In 45 of the 80 cases tests 
with dust, cat hair, feather, and moulds were carried out 
for purposes of comparison; 35 patients reacted to dust, 
and of these 22 were also sensitive to one or more of the 
other allergens. No patient who reacted to one of the 
other allergens failed to react to dust. 

Of these dust-sensitive patients 18 were treated by 
desensitization. Intramuscular injections of increasing 
amounts of crude dust antigens were given through dilu- 
tions of 10~* up to 1 ml. of 10-*. Local reactions often 
occurred at the site of injections, but there was no 
definite evidence of increase of rhinorrhoea or of asthma 
due to the injections, and there were no urticarial 
reactions. Improvement was reported by 16 out of 18 
patients, many of whom had had several other forms 
of therapy without success. There was, however, no 
change in the appearance of the nasal mucosa after 
desensitization. The “ threshold reaction” was deter- 
mined before and after treatment in 13 subjects, and all 
showed a marked decrease in sensitivity to dust extracts. 
Tests to demonstrate the presence of a blocking antibody 
after treatment were negative. 

[For the two preceding papers on the allergens of 
house dust see Abstracts of World Medicine, 1948, 4, 
49-50.—Editor.] R. S. Bruce Pearson 


554. Fluorescein as an Indicator of Antihistaminic 
_Activity. Inhibition of Histamine-induced Fluorescence 
in the Skin of Human Subjects 

S.C. BUKANTZ and G.J. DAMMIN. Science [Science] 107, 
224-225, Feb. 27, 1948. 9 refs. 


Skin sites, in man and the dog, injected with histamine 
were found to fluoresce under ultraviolet light when 
fluorescein was given intravenously a few minutes after 
the injection. In the dog, mixtures of an antihistaminic 
substance in a dilution of 1 in 10,000 with varying 
dilutions of histamine were injected into the skin, and 
1-1 ml. of 5% fluorescein was then given intravenously. 
The usual fluorescence did not occur with 1 in 100,000 
and 1 in 1,000,000 histamine. Two different anti- 
histaminic substances, “* benadryl’? and NH 188”’, 
were found to be approximately equal in their activity. 
When mixtures of a fixed amount of histamine (1 in 
100,000) with varying strengths of benadryl and 
NH 188 were injected into 5 human beings the 
_ Stronger concentrations of the antihistaminic drugs 
(1 in 5,000) inhibited the fluorescence due to intravenous 
administration of 3 ml. of 5% fluorescein. Three sites 
on the forearms of each of 4 subjects (3 normal and 1 
allergic) were injected intradermally with 0-1 ml. of 
fluorescein diluted 1 in 50,000 in saline. In the normal 
subjects fluorescence lasted for periods of from 30 to 45 
minutes, but in the allergic subject it lasted only for 4 
minutes, presumably because of release of a histamine- 
like substance. A mixture of fluorescein and histamine 
(1 in 10,000) caused fluorescence for 4 to 10 minutes. 
Finally, with a mixture of fluorescein, histamine, and 
benadryl (1 in 2,000), the injected sites on all 4 sub- 
jects fluoresced for from 25 to 35 minutes, thus demon- 
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strating the neutralizing effect of benadryl on the 
histamine. 

It is anticipated that the application of the dermo. 
fluorometer to these studies will yield intensity curyes 
permitting accurate bio-assay of histamine and anti. 
histaminic drugs. D. A. Williams 


555. Influence of Big Doses of Insulin on the Su 
Medulla of Rabbits. (Wplyw wysokich dawek insuliny 
na rdzefi nadnerczy krdélikéw) 

Z. GopLowski. Polski Tygodnik Lekarski [Polsk, Tyg. 
lek.] 3, 1-6, Jan. 5, 1948. 4 figs. 


The favourable results obtained by the author in the 
treatment of bronchial asthma by insulin hypoglycaemia 
induced him to study the effects of high doses of insulin 
on the suprarenal medulla. High doses of insulin were 
injected into rabbits and hypoglycaemia was diagnosed on 
the evidence of convulsions or a fall in blood sugar below 
50 mg. per 100 ml. The experiment was repeated several 
times and the rabbits were killed 3, 15, and 30 days after 
the last bout of hypoglycaemia. Results were compared 
with those in a control group. In the rabbits who 
underwent insulin hypoglycaemia, hypertrophy of the 
medulla was found. This hypertrophy was accompanied 
by an increased production of adrenaline. The over- 
production of adrenaline declined slowly when insulin 
injections were stopped but the output remained above 
the pre-experimental level. In view of his findings the 
author advances the theory that the beneficial clinical 
results of induced hypoglycaemia in some allergic condi- 
tions are due to hypertrophy of the suprarenal medulla. 
The treatment with induced hypoglycaemia should be 
applicable—at least as an auxiliary measure—“* to 
all conditions in which the preponderance of the vagal 
system or depression of the sympathetic is clinically 
recognized ”’. J. T. Leyberg 


556. Measurement of Vital Capacity in Asthmatic 
Subjects Receiving Histamine and Acetyl-beta-methyl- 
choline. A Clinical Study 

J. J. Curry and F. C. Loweit. Journal of Allergy [J. 
Allergy] 19, 9-18, Jan., 1948. 12 refs. 


Changes in vital capacity were studied after the 
injection of histamine and acetyl-§-methylcholine 
(“* mecholyl ’’) in normal and asthmatic subjects. These 
changes were recorded on a moving drum. Histamine 
base, in doses of up to 0-04 mg., was given intravenously 
and mecholyl up to 6 mg. intramuscularly. The maxi- 
mum dose of histamine injected into 10 normal subjects 
in no case caused a reduction of vital capacity of more 
than 3%. After the intramuscular injection of hist- 
amine 2 of the 10 normal subjects showed a reduction of 
6% and 1 of 4%. 

In 40 asthmatic subjects the effect of these drugs 
varied considerably, nor was there any definite correla- 
tion between the effect of histamine and that of mecholyl. 
In most cases an attack of asthma was induced. Patients 
with severe asthma responded more to both drugs than 
did those with mild asthma, the vital capacity being 
often reduced by over 40%. Those whose asthma was 
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of less than 5 years’ standing were less sensitive to the 
effect of mecholyl. Of the 40 patients 8 showed no 
reduction of vital capacity following the injection of 
histamine, and 3 of these also failed to react to mecholyl. 
None of these 8 patients had severe or frequent asthma, 
and 1 had had no asthma for 5 years. No individual 
who was sensitive to histamine failed to respond to 
mecholyl. The presence of other associated allergy or 
of a family history of allergy bore no relation to the 
results obtained, nor was there any relation to age or 
sex. The authors consider that the speedy onset of 
asthma following the administration of these drugs and 
the absence of moist sounds in the lungs are points in 
favour of bronchoconstriction, rather than oedema of 
the bronchial mucosa or secretion of mucus, being the 
cause of the reduced vital capacity. In one patient 6 mg. 
of mecholyl induced an attack of paroxysmal auricular 
fibrillation lasting for an hour. In another, severe 
asthma followed administration of 2 mg. of mecholyl, 
and in a third a shock-like condition occurred after 


0:36 mg. of histamine base. These drugs must therefore . 


be administered to asthmatic cases with caution. 
R. S. Bruce Pearson 


557. Neurologic Manifestations in Laboratory Animals 
Produced by Organ (Adjuvant) Emulsions 

L. M. Kopecorr and N. Kopetorr. Journal of Immuno- 
logy [J. Immunol.] 57, 229-237, Nov., 1947. 15 refs. 


Paralysis of the hind legs has been produced in 


' normal guinea-pigs by a single subcutaneous injection of 


homologous or heterologous brain, and heterologous 
kidney together with adjuvants, dried tubercle bacilli, a 
lanoline-like adsorption base and paraffin oil. Alcoholic 
extracts of brain with the same adjuvants produced 
similar results. Testicle emulsions were without effect in 
normal guinea-pigs but did cause paralysis in 2 guinea- 
pigs which had previously received injections of various 
organ suspensions. 

Repeated injections of rat brain with adjuvants and of 
alcoholic extract of sheep brain in combination with egg 
white into rabbits caused paralysis of the hind legs, but no 
lesions were found either in the central or peripheral 
nervous system. This conforms with earlier obser- 
vations in rabbits. G. M. Findlay 


558. Clinical Appraisal of ‘* Benadryl ’’, Pyribenz- 
amine ’’, and ‘* Anthallan’’ in the Treatment of Allergic 
Disorders 

M. S. KLECKNER. Annals of Internal Medicine [Ann. 
intern. Med.] 28, 583-597, March, 1948. 39 refs. 


This paper begins with a condensed and incomplete 
survey of theliterature on the virtues of, and the disappoint- 
ments associated with the use of, the antihistaminic, anti- 
allergic agents benadryl’’, pyribenzamine” and 
“anthallan”’, all of which are related in chemical 
structure and have similar pharmacological properties. 
All act by chemical antagonism towards histamine, but 
none is without disadvantages or “‘ side-effects ”’, such as 
the well-known drowsiness caused by benadryl. Pyri- 
benzamine is less apt to cause drowsiness and anthallan 


is perhaps a shade more directly curative than the first 
two, for which no claims beyond palliative effect in a 
certain number of cases can be made. Generally speak- 
ing, bronchial asthma is the least responsive to these 
drugs and allergic dermatoses are the most responsive, 
allergic rhinitis occupying an intermediate place. The 
indiscriminate use of these drugs, especially without full 
clinical appraisal of each allergic patient individually and 
a grasp of what might be called the philosophy of allergy, 
is certain to be followed by disappointment. 

[This paper is still another piece of evidence that the 
publication of the great accumulation of knowledge now 
in the hands of Freeman and his school should be no 
longer delayed. Until Freeman’s work is available in 
book form papers such as this, which are appearing in 
large numbers, should be read alongside the reports of 
British workers such as Harley, J. Laryng., 1948, 62, 1; 
Practitioner, 1947, 158, 482; Overton, Brit. med. J., 
1948, 1, 874; and Southwell, Brit. med. J., 1948, 1, 877.] 

G. F. Walker 


559. Allergy in Children as Related to Altitude 
J. BAKER. Annals of Allergy [Ann. Allergy] 6, 33-38, 
Jan.—Feb., 1948. 2 figs., 2 refs. 


METABOLIC DISORDERS 


560. Deposition of Fat in Spite of Malnutrition. (Fet- 
tensatz trotz Unterernahrung) 

C. Overzier. Arztliche Wochenschrift [Arztl. Wschr.] 3, 
135-143, March 15, 1948. 1 fig., 25 refs. 


German patients in whom there was a deposition of fat 
in spite of a low-calorie diet can be divided into three 
groups: (1) Women with disturbances of the menstrual 
cycle. (2) Women without disturbances of the menstrual 
cycle. (3) Men who, after extreme and prolonged 
undernourishment, eventually received a better but still 
inadequate diet. Biopsy proved that fat was in fact 
being deposited. In the first two groups psychological 
trauma seemed to be the responsible factor. Patients in 
Group 1, which was numerically larger than Group 2, 
lost weight with the onset of menstruation whether the 
latter was spontaneous or the result of hormone therapy. 
In the second group weight was lost after prolonged 
treatment with thyroid. The men in Group 3, who had 
been prisoners, had acquired a safety mechanism by 
which they were able to deposit fat after they were on a 
better, but still inadequate diet. No special treatment 
was required beyond administration of male sex hormone 
for the accompanying troublesome impotence. Pro- 
longed starvation seems to cause endocrine injury. 

Harold Jarvis 


561. The Genesis of Scurvy. (La genése du scorbut): 

P. Roumer, N. Bezssonorr, R. SAcREZ, and H. Leroux. 
Semaine des Hépitaux de Paris [|Sem. Hép. Paris] 24, 
451-455, Feb. 26, 1948. 3 figs., 35 refs. 


The authors are impressed by the rarity of scurvy 
compared with the frequency of scorbutogenic conditions. 
A number of healthy infants were given a diet which did 
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not contain any vitamin C. The urinary output of 
vitamin C continued and was even found to be increased, 
while in children over 1 year it fell to very low levels. 
The authors believe that the infant is capable of synthe- 
sizing vitamin C. This is considered proved by the fact 
that in a large number of children, after illness, ascorbic- 
acid levels in cerebrospinal fluid returned to normal, 
although the diet was free from vitamin C. The faculty 
of vitamin-C synthesis is highest in the third and fourth 
months of intrauterine life. It then decreases to about 
50% towards birth and persists during the first year. 
The intensity of this synthesis is also influenced by other 
factors. It is decreased in the absence of vitamin B or the 
fat-soluble vitamins and increased by antipyretics or other 
vagotonic drugs. Children between 16 months and 
4 years of age, on a diet which contained no vitamin C, 
were observed for a prolonged period and were found 
capable of moderate degrees of vitamin-C synthesis. 
Vitamin P was necessary for fully active function of 
vitamin C, because it seems to slow down oxidation of 
the latter. Simultaneous administration of copper and 
iron is also considered essential to obtain a maximal 
effect of vitamin C. H. Herlinger 


562. Metabolic Studies in Diabetic Acidosis. Il. 
The Effect of the Administration of Sodium Phosphate 
M. FRANKS, R. F. Berris, N. O. KAPLAN, and G. B. 
Myers. Archives of Internal Medicine [Arch. intern. 
med.} 81, 42-55, Jan., 1948. 23 refs. 


Previous workers have shown that in diabetic acidosis 
the inorganic phosphorus level in plasma is raised, but 
falls rapidly when insulin is given. This is confirmed by 
the authors in a series of 28 patients at the City of Detroit 
Receiving Hospital in whom the plasma phosphorus 
ranged from 4-23 to 17-2 mg. per 100 ml., and fell to less 
than 3 mg. per 100 ml. shortly after the start of insulin 
therapy. This decrease was not due to a more rapid 
excretion, for the phosphorus concentration in urine 
became subnormal, and remained so for up to 5 days, 
while there was a dramatic fall in plasma phosphorus in 
one patient with complete anuria. Since, in uncontrolled 
diabetes, the phosphorus concentration in urine is known 
to be raised, these observations suggested that in diabetic 
acidosis the phosphorus stores of the body are depleted, 
with a resulting deficiency of available phosphorus. 

To confirm this, 500 ml. of a buffered solution of 
sodium phosphate, containing 1,319 mg. of phosphorus, 
was given intravenously over a period of 1 to 2 hours to 
5 patients with diabetic acidosis; the injection was started 
about 4 hours after the beginning of insulin treatment. 
The plasma phosphorus level rose from an average of 
2-33 mg. to 5-75 mg. per 100 ml., although such a dose in 
a normal person would cause a fivefold to sixfold increase. 
Moreover, the total phosphorus excreted by these 
patients was only 59-8 mg. more than that excreted over 
the same period by a control group receiving no phos- 
phorus with their insulin; hence 95% of the injected 
phosphorus was retained in the tissues. In 5 other 
patients to whom exactly double the amount of phos- 
phorus was given 85% of the dose was retained; all the 
phosphorus injected was excreted in 3 to 5 days. In 
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patients receiving phosphate the blood sugar fel] more 
rapidly, and the carbon-dioxide-combining power Tos 
faster (this could not be fully accounted for by 
greater intake of sodium than in controls), but the rateg 
disappearance of the acetonuria was not accelerated 
Consciousness returned more rapidly in the patiens 
receiving phosphate than in the controls; the forme 
also retained more water. Clinically, no toxic effegs 
and no evidence of tetany were observed; the administr,. 
tion of phosphorus appeared to improve the ment 
condition, and to cause a statistically significant decreag 
in the fatality rate. 

The authors suggest that in diabetic acidosis the lack of 
insulin results in a failure of phosphorylation of glucose, 
and so causes an accumulation of inorganic phosphong 
in the plasma, and an increased excretion in the uring 
They cite the observation that in alloxan diabetes in rats 
the onset of coma is accompanied by a decrease in the 
organic phosphates of the liver (chiefly adenosine ¢. 
phosphate and tsiphosphate) and an increase in th 
plasma inorganic phosphorus. When insulin is give 
the process of phosphorylation is resumed, and for the 
reconstitution of organic phosphates an increased intake 
of phosphorus is necessary. It is suggested, therefore, 
that the parenteral administration of sodium phosphate 
should be included in the treatment of diabetic coma 
4 to 8 hours after the first dose of insulin. 

Wilfred E. Hunt 


563. Metabolism of Sucrose: II 

I. M. RABINOWITCH. American Journal of Digestive 
Diseases [Amer. J. digest. Dis.] 14, 315-322, Oct., 1947, 
16 figs., 24 refs. 


The hydrolysis of sucrose to dextrose and laevulose 
suggests that its metabolism can be deduced from what 
is known of the fate of these sugars. The author finds, 
however, that after the ingestion of sucrose besides 
dextrose and laevulose “ other substances of unknown 
composition ” are present in the stomach. Experiments 
were performed to investigate the absorption and effects 
of sucrose, dextrose, laevulose, and a mixture of dextrose 
and laevulose in quantity equivalent to the weights of 
sucrose used. Sucrose produced the greatest and most 
marked increase of sugar in venous blood in subjects 
suffering from mild insulin hypoglycaemia. This could 
not have been due to the laevulose fraction, for laevulos 
absorption was slower than dextrose absorption and did 
not contribute to the blood-sugar rise in the period of the 
test. In normal subjects sucrose caused the greatest 
maximum reduction of inorganic phosphate in serum. 
Investigated by standard time tests, the blood-sugat 
curve for sucrose was lower than that for dextrose, and 
it seemed that in both normal and diabetic subjects 
sucrose was more readily used than dextrose. Katharo- 
meter experiments, in which the carbon dioxide concen- 
tration of the expired air was measured at one-minute 
intervals, showed that after ingestion of sucrose the 
respiratory quotient was more readily increased than 
when dextrose was employed. H. Whittaker 


See also Section Paediatrics, Abstract 550. 
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564. The. Electrocardiographic 
Ventricular Hypertrophy 


Diagnosis of Right 


G.B. Myers, H. A. Kietn, and B. E. SToFER. American 
Reart Journal [Amer. Heart J.| 35, 1-40, Jan., 1948. 
18 figs. 57 refs. 


The electrocardiographic criteria for the diagnosis of 
right ventricular hypertrophy have been reconsidered. 
A critical review of the literature is presented. Forty 
cases of right ventricular hypertrophy proven at necropsy’ 
were carefully studied. The authors find, as previous 
workers have shown, that right axis deviation in the 
standard leads, with depression of RST, and RST; and 
with inversion of T, and Ty, is not diagnostic of right 
ventricular hypertrophy. This pattern may be found in 
left ventricular hypertrophy and even in normal subjects 
when the heart is in a vertical position. [For the electro- 
cardiographic features now considered typical of right 
yentricular hypertrophy the original paper must be 
consulted. ] Hi. E. Holling 


565. Experiences in the Management of Subacute 
' Bacterial Endocarditis Treated with Penicillin 

P. A. TumuLty and A. McG. Harvey. American 
Journal of Medicine [Amer. J. Med.] 4, 37-54, Jan., 
1948. 17 refs. 


Of 35 patients suffering from subacute bacterial 
endocarditis who were treated with penicillin 22 re- 
covered; of these 12 remained well over periods of 3 to 
36 months, 7 had some, usually mild, cardiac symptoms, 
one suffered from increasing heart failure, one died of 
cardiac and renal failure 5 months after the conclusion 
of treatment, and another died, after 6 months, in a mental 
hospital; the cause of death in the last case could not be 
ascertained by the authors. These patients had received 
penicillin treatment for 13 to 100 days, the amounts 
given daily varying between 200,000 and 18,000,000 
units, with totals of 3,500,000 to 1,450,000,000 units. Of 
the 13 patients who did not recover only 4 were regarded 
as having received adequate treatment with penicillin; 
the cause of death in most of them was cardiac failure and 
embolism. Two died of myocardial infarction, which, 
in one case, was caused by a mycotic aneurysm of a 
coronary artery and in the other by coronary thrombosis. 

The authors stress the difficulty of clinical diagnosis in 
the frequent absence of the classical signs, and the import- 
ance of retaining and reviewing blood cultures for 3 weeks 
before discarding them as sterile. The possibility of 
unusual causative-organisms, such as the genus Bac- 
leroides, is to be kept in mind. The authors consider as 
a“ basic and minimal treatment schedule ”’ 100,000 units 
of penicillin 2-hourly for 8 weeks, and assess satisfactory 
fesponse mainly on clinical criteria, such as return of 


temperature and pulse rate to normal, improved appetite, 
and general well-being. If mecessary, the dose of 
penicillin must be increased until satisfactory response 
is obtained. As a prophylactic measure against the 
development of subacute bacterial endocarditis in 
patients who suffer from valvular or congenital heart 
disease, the administration is recommended of at least 
500,000 units of penicillin a day for 4 days in the case of 
dental extractions or other surgical procedures and 
manipulations which are likely to produce a transient 
bacteriaemia. B. Samet 


566. Sulfonamide Therapy of Subacute Endocarditis 
J. ScHEIN and G. BAEHR. American Journal of Medicine 
[Amer. J. Med.] 4, 66-72, Jan., 1948. 6 refs. 


Before the introduction of penicillin 14 out of 97 patients 
with subacute bacterial endocarditis treated with sul- 
phonamides recovered. Eighty-one were given sulphon- 
amides by mouth in doses of 1 to 2 g. 4-hourly for from 
10 days to 14 weeks. Of these 8 recovered, including 
2 out of 3 patients in whom the infecting organism was 
Haemophilus influenzae. Sixteen patients were treated 
with massive doses of sodium sulphadiazine intra- 
venously. They received 30 g. of the drug in 600 to 1,000 
ml. of distilled water in 3 hours. Following this, severe 
haematuria and oliguria developed; the latter greatly 
reduced the excretion of the drug, thus maintaining a high 
blood concentration for some days. Renal function was 
usually re-established in from 7 to 10 days, and when the 
sulphadiazine level in the blood fell to 10 mg. per 100 ml. 
the drug was re-administered either by mouth in doses 
of 1 to 2 g. 4-hourly or by one or more intravenous 
injections of 5 g. Oral therapy was continued for several 
months. Of the 16 patients treated in this way 6 
recovered, but one died as a result of the renal damage. 

C. Bruce Perry 


567. Penicillin in Subacute Bacterial Endocarditis. 
Report to the Medical Research Council on 269 Patients 
Treated in 14 Centres Appointed by the Penicillin Clinical 
Trials Committee 

R. V. Curistiz. British Medical Journal [Brit. med. J.] 
2, 1-4, Jan. 3, 1948. 


Penicillin can now be expected to control the infection 
in about 90% of patients suffering from subacute bacterial 
endocarditis, but about 35% of these die of heart failure 
or other complications. 

Early schemes of treatment showed that, at least with 
smaller courses of penicillin, such as a total of 5 million 
units, the duration of treatment was of greater importance 
than the amount of penicillin given daily. For this 
reason, in a later group of 158 previously untreated 
patients, the duration of treatment, was established at 
28 days—of 17 who received 100,000 units daily, 7 
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relapsed or died of infection; of 83 receiving 250,000 
units daily 13 relapsed; and of 58 who received 500,000 
units daily 4 relapsed. Only occasionally can failure be 
explained as due to a highly resistant organism, but when 
the coefficient of resistance of the organism is more than 
about 8 it is important to give larger doses, possibly over 
an extended period. 

Of 42 patients who had relapsed after a long course of 
treatment, 59% again relapsed or died infected. Acquired 
resistance to penicillin is seldom an important factor in 
this high incidence of failure; it may be that these patients 
belong to a naturally resistant group or that the infecting 
organisms are buried in avascular tissue. A course of 
2 million units a day for 8 weeks is suggested for patients 
who have relapsed. Relapses seldom occur more than 
a month after treatment, but a small risk remains even 
after a year or more of good health. It is sound practice 
to remove foci of infection, particularly in the teeth, while 
the patient is receiving penicillin. The majority of 
deaths occurred either during treatment or soon after its 
completion. Heart failure caused 40% of the deaths 
and was a major factor in another 16%. At necropsy 
apparently living organisms were found in the heart 
valves of one-third of those whose infection, according 
to the usual clinical criteria, had been controlled. 

In prognosis the nature of the initial endocardial 
lesion is of slight importance; the highest death rate was 
found in combined aortic and mitral lesions, and the 
lowest in septal defects. Evidence of heart failure is 
much more significant; in a group of patients where this 
was absent 36-4% died; of those with moderate failure 
75% died, and of those who had severe heart failure 
when treatment was started all died. Of those recently 
infected 34% died, while of those infected for 6 months 
or more over 60% died. The state of nutrition is another 
significant factor; this emphasizes the need for an 
adequate calorie intake as with other prolonged fevers. 
Only in the group over 50 should age influence the 
prognosis. T. Semple 


568. The Use of Dicumarol in Experimental Coronary 
Occlusion. I. The Ineffectiveness of Dicumarol when 
Ligation is the Method of Occlusion 

E. J. Beattie, E. C. CUTLER, M. FAuteux, T. D. Kinney, 
and H. D. Levine. American Heart Journal [Amer. 
Heart J.] 35, 94-105, Jan., 1948. 2 figs., 20 refs. 


The descending branch of the left coronary artery was 
crushed or ligated in 40 healthy dogs. Ligation was 
found to be a more certain way of producing an infarct, 
and for various reasons only 22 of the ligation experiments 
were found to be suitable for inclusion in the study. 
One group of these dogs was given adequate doses of 
dicoumarol after the ligation; a control group received 
no dicoumarol. The electrocardiographic and patho- 
logical changes were studied in both groups and no 
significant differences were found. Before applying 
these results to experience with human cases of coronary 
occlusion the limitations of the experiments must be 
borne in mind: (a) The coronary arteries of these dogs 
were healthy and therefore less likely to be the seat of an 
extensive thrombosis than the coronary artery of patients. 


(b) The experiments produced abrupt and total occlusion 
whereas in clinical coronary thrombosis the occlusion 
may be gradual. (c) Haemorrhage after the operation 
was the cause of death in 3 of the dogs receiving dicoy. 
marol and this factor would not operate in clinical work, 
(d) The number of satisfactory experiments is too smal] 
for statistical analysis. H. E. Holling 


569. Spinal Nerve Root Pain (Radiculitis) Simulating 
Coronary Occlusion: A Common Syndrome 

D. Davis. American Heart Journal [Amer. Heart J} 
35, 70-80, Jan., 1948. 16 refs. . 


More careful investigation of some cases diagnosed as 
coronary thrombosis reveals that they are really cases of 
spinal nerve root pain. The author describes 10 such 
patients who were under his care during 1946. The 
patients had described precordial pain coming on in 
attacks and radiating either to the left arm or to the jaw, 
but a more careful probing of the history revealed that 
the pains might come on in bed, after there had been 
certain movements of the spine, or after such acts as 
coughing, sneezing, or straining at stool. Pressure over 
the dorsal vertebrae might provoke an attack, and 
tenderness in the region of the costo-chondral junctions 
might be elicited. The diagnosis can be confirmed by 
the beneficial response to postural correction and 
manipulation of the cervico-dorsal spine. Cervico- 
dorsal radiculitis may also coexist with coronary disease, 
Recognition of the syndrome and differentiation from 
coronary disease may prevent much _ unnecessary 
invalidism. H. E. Holling 


570. Vitamin E in Angina Pectoris 
D. H. MAKINSON, S. OLEESKy, and R. V. STONE. 


Lancet 
[Lancet] 1, 102, Jan. 17, 1948. 7 refs. 


Twenty-two patients with typical angina of effort were 
treated with vitamin E, phenobarbitone,“ aminophylline”, 
and calcium lactate, each drug being given for 3 weeks, 
after which the patients were asked to compare the effects 
of the drugs. From this small but clinically significant 
series it is concluded that vitamin E is not of any thera- 
peutic value in the routine treatment of angina pectoris. 
—[Authors’ summary.] 


571. Rupture of the Heart Following Acute Myocardial 
Infarction. Incidence in a Public Hospital, with Five 
Illustrative Cases Including One of Perforation of the 
Interventricular Septum Diagnosed Ante Mortem 

R. S. DtAz-Rivera and A. J. MILLER. American Heart 
Journal [Amer. Heart J.| 35, 126-133, Jan., 1948. 9 refs. 


Rupture of the heart occurred in 5 of 147 cases of 
myocardial infarction coming to necropsy; all 5 cases 
were from a group of 53 in which the infarction was 
acute. Rupture of the interventricular septum had been 
recognized ante mortem by the anginal pain followed 
by the sudden appearance of a systolic murmur and 
the electrocardiographic changes typical of myocardial 
infarction and right axis deviation. In every instance of 
rupture of the left ventricle, clotting of the blood in the 
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‘cardium had occurred, and it was evident that cardiac 
ture resulting from acute myocardial infarction was 
not a cause of instantaneous death. H. E. Holling 


DISORDERS OF CIRCULATION 


572. Severe Hypertension in Young Persons. A Study 
of 50 Cases 

R. Pratt. Quarterly Journal of Medicine [Quart J. 
Med.] 27, 83-93, Jan., 1948. 1 fig., 13 refs. 


As a result of investigation into the cause of 64 cases 
(14 more are contained in an addendum) of severe hyper- 
tension in patients under the age of 40, the author con- 
cludes that the impression that one of the outstanding 
features of malignant hypertension is its frequent 
occurrence in young adults, and even in children, is 
erroneous. Although he did not personally select his 
cases, he is careful to point out that as his interest in this 
subject is known by practitioners he has been sent a 
disproportionate number of rarities. He emphasizes 
the great difficulty of distinguishing essential hypertension 
from hypertension due to demonstrable causes, and states 
that at times the diagnosis cannot be made with certainty 
even microscopically. For example, it may be impossible 
to distinguish atrophic pyelonephritis with hypertension 
from essential hypertension with pyelonephritis. A 
cause of the hypertension was discovered in 48 of the 
64 cases. Of the remaining 16 cases of essential hyper- 
tension only 5 were malignant. Essential malignant 
hypertension was not encountered in patients under the 
age of 34; young persons with the malignant type of 
hypertension are nearly always suffering from secondary 
hypertension, especially that due to pyelonephritis. It 
was thought probable that benign and malignant hyper- 
tension begin at about the same age; the ages at which 
they were encountered clinically in this series was 45-2 
years for malignant hypertension and 53-2 years for 
benign hypertension. S. Oram 


573. The Adrenal Cortex in Essential and Renal 
Hypertension 

J. A. Fisher and T. F. Hewer. Journal of Pathology and 
— [J. Path. Bact.] 59, 605-613, Oct., 1947. 
15 refs. 


Material was taken from routine necropsies on 55 
subjects with essential hypertension, 15 with renal 
hypertension, and 57 controls. A diagnosis of hyper- 
tension was based on the presence of two out of three 
positive criteria: a high blood pressure record, left 
ventricular hypertrophy (measured by heart weight), and 
hypertensive arteriolar changes. In assessing heart 
weight the criteria of Moritz and Oldt were applied. 
Heart weights of 450 g. in males or 350 g. in females were 
taken to indicate hypertension, and those of less 
than 400 g. in males and 300 g. in females to denote 
absence of hypertension. Blood-pressure readings of 
160/90 mm. Hg or more were considered to indicate 
hypertension at any age, and no case was accepted as 
a control if there was a record of a systolic pressure of 
over 140 mm. or a diastolic over 90 mm. Hg. 
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Formalin-fixed adrenals were weighed and portions 
analysed for percentage lipid. Frozen sections were 
stained with Scharlach R and examined under polarized 
light. The content of sudanophil lipid and anisotropic 
lipid in the three equal zones of the cortex (outer, middle, 
and inner thirds) was recorded in terms of arbitrary 
units: 0, +, 1,2, or 3. Adding the values for the three 
zones gave a value for lipid content; -+-, indicating a 
trace, was taken as 3. [This method of histochemical 
grading is an essential feature of a quantitative study. 
When the grading is comparatively fine, as here, and 
fairly large numbers of sections are examined assessment 
of the grade is liable to marked subjective error. It is 
also difficult to be sure that the real weights of the grades 
correspond approximately to the arbitrary units used.] 

The results were analysed by simple statistical tech- 
niques. A significant association was shown to exist 
between essential hypertension and each of the following: 
cortical nodularity, percentage lipid (estimated chemi- 
cally), cortical sudanophil lipid, and cortical anisotropic 
lipid. The group of 15 cases of renal (post-nephritic) 
hypertension was small, but it was shown that while the 
sudanophil lipid was not significantly increased in this 
condition there was a highly significant association with 
anisotropic lipid. A correlation analysis was made of the 
fivefactors: anisotropiclipid, hypertension, age, degree of 
atheroma, and degree of sepsis. A significant correlation 
was found between hypertension and anisotropic lipid, 
when the effects of the other three factors were eliminated. 
Similarly a significant correlation was found between 
hypertension and atheroma, independent of the other 
factors. Reasons are given for ignoring the effect of 
nutrition. 

The authors take the view that increased cortical lipid 
is an indication of altered endocrine activity. They sug- 
gest that their findings may all reflect variation in a single 
normal process by which the adrenal cortex maintains 
glomerular filtration, for example, by increasing the 
efferent glomerular arteriolar tone. F. A. Langley 


574. Tetraethyl Ammonium Bromide in Hypertension 
and Hypertensive Heart-failure 

G. W. Haywarp. Lancet [Lancet] 1, 18-20, Jan. 3, 
1948. 1 fig., 9 refs. 


Tetraethylammonium bromide (T.E.A.B.) was given 
by slow intravenous injection in a 10% solution in doses 
of 0-3 to 0-5 g. (4 to 6 mg. per kilo of body weight). 
Direct venous pressure readings were made in the ante- 
cubital vein and expressed in cm. of saline above the 
sternal angle, and a recording spirometer was used for 
measuring vital capacity and pulmonary ventilation. All 
pre-operative and post-operative blood pressures were 
taken with the patient lying down. The effects were 
compared with those of “sodium amytal” in a pre- 
liminary group of 30 patients with essential hypertension. 
With T.E.A.B. the average fall in blood pressure was 
58 mm. Hg systolic and 28 mm. diastolic; with sodium 
amytal it was 74 mm. and 35 mm., respectively. T.E.A.B. 
produced no ill effects, and its action was transient. 
Ten patients were operated on (removal of sympathetic 
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chain and ganglia from D6 to L1), and in 7 cases pre- 
operative depression with T.E.A.B. agreed to within 
10 mm. Hg with diastolic depression recorded 2 weeks 
after completion of the second stage of the operation. 
Sodium amytal gave similar agreement in 9 cases. Four 
patients were further investigated after operation, and 
in each case T.E.A.B. gave a level lower than that in the 
pre-operative test. Six patients with hypertensive heart 
failure were treated with T.E.A.B., some by intra- 
muscular injection of 1 g. All patients showed temporary 
subjective improvement, often for some hours. The 
average fall in pressure was 60 mm. systolic, 36 mm. 
diastolic, the vital capacity rose by 13%, the pulmonary 
ventilation per minute by 42%, and the amount of tidal 
air by 21%. Electrocardiograms showed no change, and 
no cardiac pain or infarction has been reported after 
injections, which have been given by Lyons for the 
treatment of 2 spontaneous cases of infarction. The 
speed and safety of the test with T.E.A.B. is not associated 
with an accuracy equal to that of the sodium amytal test, 
and this is attributed to the fact that the former drug 
produces only partial ganglionic paralysis, as indicated 
by its increased action after sympathectomy. The 
beneficial , effects of T.E.A.B. in hypertensive heart 
failure are attributed to decrease in pulmonary congestion 
similar to that following venesection, and last 2 to 8 hours 
after intramuscular injection. Since venous pressure 
falls in hypertensive cases to an equal extent with or 
without failure, the fall is considered to be due to a 
lowering of peripheral resistance. The drug is thus of 
use in the emergency treatment of acute left ventricular 
failure or paroxysmal nocturnal dyspnoea. In the 
treatment of chronic congestive failure the fall in urinary 
output which results from the lowering of blood pressure 
makes its use inadvisable at present. W. A. Bourne 


575. Studies on Plant Hypertensinase 

F. GOLLAN, E. RICHARDSON, and H. GOLDBLATT. 
Journal of Experimental Medicine [J. exp. Med.] 87, 
29-39, Jan. 1, 1948. 18 refs. 


The extraction of hypertensinase from wheat bran is 
described. A preparation free from renin and with low 
toxicity was produced. This was found to cause a rise in 
plasma hypertensinase when injected intravenously into 
dogs but not when injected intramuscularly. The 
reaction of these animals to injections of hypertensin or 
renin was less marked. In dogs with experimental 
hypertension the blood pressure was reduced by intra- 
* venous hypertensinase, while the plasma hypertensinase 
level remained high, though hypertensin could be 
detected in the plasma. These effects were not produced 
by inactivated hypertensinase. Marjorie Le Vay 


576. Treatment of Essential Hypertension with Vitamin 
K. (Il trattamento della ipertensione arteriosa essen- 
ziale. Nota II—La vitamina K) 
E. BELLINI. Minerva Medica [Minerva med., Torino] 1, 
56-59, Jan. 14, 1948. 6 figs., 11 refs. 


Ten cases of essential hypertension—4 with a diastolic 
pressure above 130, 5 in the benign group, and one in 
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_ determined by means of a venous occlusion plethysmo- 


an elderly arteriosclerotic patient—observed under yp, 
specified conditions, were treated with vitamin K, on the 
basis that the quinones complete the oxidation of preggo, 
amines (angiotonin) whose deamination is impaired jp 
the ischaemic kidney of experimental rat hypertension 
Half the patients were over 60 and only one was under 59, 
Four showed a fall in diastolic pressure of 20 m. Hg oy 
more. The author states that daily intravenous injection 
of 20 mg. of 2-methyl-1, 4-naphthohydroquinone lower; 
the pressure to a new constant level in 7 to 10 days 
This fall can be “ maintained indefinitely” [no dates) 
after one consolidating week of daily intramuscular 
injection-and another of oral vitamin K in 10- to 20-mg. 
doses. There were no thrombotic, hepatic, or febrile 
sequelae. John Hambling 


577. ‘* Blast Hypertension ’’. Elevated Arterial Pres. 
sures in the Victims of the Texas City Disaster 

A. Ruskin, O. W. BEARD, and R. L. SCHAFFER. Ameri. 
can Journal of Medicine [Amer. J. Med.] 4, 228-236, 
Feb., 1948. 5 figs., 27 refs. 


_ Many of the victims of the Texas City disaster (e&. 
plosion of a nitrate-loaded ship) had a temporary 
hypertension, systolic blood pressure reaching, in 
extreme cases, 210 to 230 mm. Hg and diastolic 140 to 
160 mm. In some instances blood pressure was raised 
within an hour after injury, in others the rise occurred 
after operation; most patients had hypertension 7 to 8 
hours after injury. The duration of the hypertension 
varied greatly; in the majority of cases there were 
several peaks of raised blood pressure with normal blood 
pressures 10 to 14 days after injury. Possible causative 
factors are discussed. R. T. Grant 


See also Section Paediatrics, Abstract 548. 


578. Effect of Autonomic Blockade with Tetraethyl- 
ammonium on the Blood Flow in the Extremities 

S. D. MA.Lton, S. W. Hoosier, H. T. BALLANTINE, 
R. H. Lyons, R. B. NELIGH, S. L. COHEN, and G. K. Moe. 
University Hospital Bulletin, Ann Arbor (Univ. Hosp. 
Bull., Ann Arbor) 1, 5-8, Jan., 1948. 7 figs., 6 refs. 


This study was undertaken in an attempt to demon- 
strate quantitatively the changes in blood flow induced 
by tetraethylammonium, the effect of the drug before 
and after sympathectomy, and the comparative effect 
of maximum doses of. tetraethylammonium, of other 
vasodilating agents, and of paravertebral nerve block on 
blood flow in the limbs. Blood flow in the limbs was 


graph. Skin temperature was determined by the thermo- 
couple method with a Leeds—Northrup potentiometer. 
The dose of the drug was 500 mg. intravenously. In 
normal subjects the most consistent effect was a con- 
siderable increase in blood flow to the feet. The effect on 
the blood flow to the hands, forearms, and calves was less 
pronounced and less consistent. The flow was increased 
most in nervous subjects with acrocyanosis or Raynaud’s 
disease, and least in arteriosclerotic peripheral vascular 
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After sympathectomy or paravertebral nerve 
block, tetraethylammonium had no influence on peri- 
| blood flow. It was more effective in increasing 
blood flow to the feet than were papaverine (60 mg. 
intravenously), trinitrin (1-2 mg. sublingual), heat, nico- 
tinic acid (60 mg. intravenously), and “aminophylline” 
(05 g. intravenously), but was only half as effective as° 
jumbar paravertebral nerve block. A marked fall in 
plood pressure may limit increase of peripheral blood 
flow. Paul Wood 


579. Use of Radioactive Sodium as a Guide to the 
Efficacy of Drugs Used in Treatment of Diseases of the 
Peripheral Vascular System. Preliminary Report 

]. Murson, E. H. QuimBy, and B. C. SMirH. American 
Journal of Medicine [Amer. J. Med.] 4, 73-82, Jan., 
1948. 5 figs., 14 refs. 


The value of certain alleged vasodilators in peripheral 
vascular disease was assessed by using the rate of diffusion 
into the tissues of a radioactive isotype of sodium as 
measured by a Geiger counter as an indication of 
dilatation of the minute vessels. The rate of diffusion of 
the radioactive sodium was determined before and after 
the administration of the drug. Histamine given by 
iontophoresis or by intra-arterial injection caused a rise 
in the diffusion rate which was reversed by adrenaline 
given intravenously. Neither papaverine nor 5% sodium 
chloride intravenously produced any change. A satis- 
factory technique for intra-arterial infusion of histamine 
is described. C. Bruce Perry 


580. Tonoscillography After Exercise in Peripheral 
Vascular Disease and Coarctation of the Aorta 

B. Esrup. American Heart Journal [Amer. Heart J.] 
35, 41-57, Jan., 1948. 8 figs., 29 refs. 


A method of recording arterial pulsations in a limb 
and of deducing the blood pressure from the records is 
described. Two cuffs are put on to the limb of the 
patient; the upper one, which is placed on the calf, is 
inflated automatically every half minute from a pressure 
reservoir at a pressure higher than systolic blood pressure. 
The inflation lasts for 20 seconds and then the cuff is 
abruptly deflated, remaining so for the next 10 seconds. 
The pressure reached at any instant is recorded by a lever 
on a continuous record. The second cuff is placed 
around the ankle and inflated synchronously with the 
upper cuff to a pressure of 50 mm. Hg, but both inflation 
and deflation are abrupt. From this lower cuff the leg 
pulsations are recorded by means of a system employing 
a piezoelectric crystal, an amplifier, and an electromagnet 
which acts on the lever connected with the upper cuff. It 
is said that the diastolic pressure is indicated by a 
change in form of the pulse curve so inscribed as the 
pressure in the upper cuff is increased. 

Observations were made on normal persons, on 
patients suffering from peripheral vascular disease, and 
on others with coarctation of the aorta. Records were 
made both before and after stair climbing or bicycling on 
an ergometer. In the legs of normal persons the blood 
pressure as recorded in the legs and the arterial pulsations 
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both increased after exercise, whereas in patients with 
Occlusive vascular disease or coarctation both decreased. 
The blood pressures in the arm were measured, but the 
results are not given for comparison. These records are 
said to be of value in distinguishing cases of early 
peripheral vascular disease. 

[In explaining the causation of his findings the author 
reverts to the theory that spasm of the vessels occurs after 
exercise in cases of obliterative vascular disease, but his 
findings could more reasonably be explained on the basis 
of a diminished mean pressure in an artery distal to a 
point of obstruction being further diminished by vaso- 
dilatation in the muscles after activity.] 

. H. E. Holling 


581. A New Anomaly of the Aorta: Left Aortic Arch 
with Right Descending Aorta 
R.N. Paut. Journal of Pediatrics {J. Pediat.| 32, 19-29, 
Jan., 1948. 7 figs., 22 refs. 


From Johns Hopkins University, the author reviews 
the common anomalies of the aorta, classifying them and 
commenting on some, with particular reference to 2 cases 
of a previously unreported anomaly, that of left aortic 
arch with right descending aorta. 

He differentiates between right aortic arch with right 
descending aorta and right aortic arch with retro- 
oesophageal aorta (right and left). He describes the 
double aortic arch and comments on the common varia- 
tions in the subclavian artery. He then presents, in 
great detail, his cases of the new anomaly. Each patient 
had been considered to have the tetralogy of Fallot, and 
both were candidates for the Blalock-Taussig operation. 

In the first case, a 7-year-old white female gave a history 
of cyanosis from early infancy and extreme dyspnoea on 
the slightest activity. On examination she was cyanotic 
with marked clubbing of fingers and toes. The heart 
appeared normal in size on percussion; there was a 
precordial thrill with a harsh systolic murmur in all areas, 
loudest at the left sternal border. Radioscopy of the 
oesophagus showed: (1) indentation of the left margin 
by the aortic arch, establishing the fact that a left-sided 
arch existed; (2) absence of any vascular or cardiac 
shadow to the left of the barium column between the 
aortic knuckle and the upper left border of the heart; 
(3) descent of the oesophagus far to the left of the mid- 
line. At operation the course of the aorta was demon- 
strated, but no anastomosis was performed as the pres- 
sure in the pulmonary artery. was considered too great. 
In the second case, an 114-year-old white male had had 
cyanosis since the age of 1, and clubbing of digits since 
the age of 2. On examination, a blowing systolic mur- 
mur, loudest in the third right interspace, was heard. 
A diagnosis of Fallot’s tetralogy was first made, but later 
review showed that the radiographs had the same 
characteristics as described in Case 1. An anastomosis 
was performed, but the course of the aorta could not be 
clearly demonstrated, though by inference this case 
appears to have also been one of left aortic arch with a 
right descending aorta. Morag L. Insley 


See also Section Pathology, Abstract 514. 
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Disorders of the Blood 


582. The Action of Cobalt in Man. (Kobaltwirkungen 
am Menschen) 

L. WEISSBECKER and R. Maurer. Klinische Wochen- 
schrift [Klin. Wschr.] 24/25, 855-856, Nov. 1, 1947. 


This is a preliminary report of investigations into the 
effects of small amounts of cobalt on blood formation in 
man. It has long been known that polycythaemia may 
result from poisoning with this substance. The present 
authors have dealt with it as a possible therapeutic 
substance. In health, small doses cause an increase in 
red corpuscles, haemoglobin, and reticulocytes, without 
any increase in the total volume of plasma. The 
Price-Jones curve is somewhat widened and shifted to the 
left. Minor discomforts follow oral administration of 
cobalt and also intravenous injections of fairly small 
doses. After intake of suitable amounts the erythrocyte 
count begins to rise about the third day; this is either 
preceded or accompanied by a sharp rise in reticulocytes. 
Administration of ascorbic acid with the injection 
diminishes the toxic symptoms but also decreases the 
effect of the cobalt, although the rise in reticulocytes is 
even greater. Theeffect of cobalt administration is valuable 
in simple post-haemorrhagic anaemia when regeneration 
is delayed or absent. Administration of cobalt is fol- 
lowed by a rapid restoration of the blood picture to 
normal, and this is true of both infective and post- 
infective anaemias. In chronic infection, cobalt has less 
effect on the blood but still causes an increase in reticulo- 
cytes and in immature red cells in the bone marrow. 
The authors suggest that cobalt is a direct stimulant of 
the marrow, and that it has another independent action 
on the formation of haemoglobin, either by mobilization 
of iron reserve or as a catalyst. They suggest that a 
trace of cobalt is essential for vital processes. 

A, Piney 


583. Influence of Urethane on the Normal Blood 
Picture. (Einfluss des Urethans auf das normale 
Blutbild beim Menschen) 

S. MOgESCHLIN and J. MeILt. Schweizerische Medi- 
zinische Wochenschrift (Schweiz. med. Wschr.] 17, 
1351-1354, Dec. 27, 1947.. 2 figs., 10 refs. 


The authors have amplified their earlier observations 
on the effects of urethane on the normal blood picture. 
They gave 3 to 4 g. daily as a sedative in 20 cases. The 
blood changes were as follows: 

There was a slight rise in the lymphocyte count on the 
second or third day followed by a distinct fall, which in 
1 case (Parkinson’s disease) resulted in almost complete 
disappearance of these cells; as a rule, however, their 
number fell to a third or a fifth of the initial value by the 
end of 4 weeks. A slight diminution in the number of 
granulocytes started in the third week of administration, 
but even this was variable. When urethane was stopped 


the effect on the granulocytes disappeared in 8 to 10 days, 
which is the commonly accepted time required for 
maturation of these cells. No noteworthy decrease ip 
the number of erythrocytes occurred, except in the 1 case 
of Parkinson’s disease, in which there was a fall of 
1-3 millions. 

The authors discuss the mode of action of the drug and 
reaffirm the view that in chronic myeloid leukaemia jts 
effect is to decrease the number of mitoses; they think 
that a similar action may be exercised in lymphatic tissue, 
They point out that there must be a selective action of 
urethane on the mitoses of certain cells as shown by the 
striking decrease of the mitotic index in chronic myeloid 
leukaemia—the pathological myeloid cells being the 
most sensitive, the lymphocytes in some cases of lymphatic 
leukaemia being rather less so, the normal lymphocytes 
being more resistant, and the granulocytes being only 
slightly susceptible. They stress the view that urethane 
inhibits the whole course of mitosis and does not act on 
a single phase of it as does colchicine. The fact that 
there is no increase in the excretion of uric acid and that 
there are no changes in the structure of mature cells 
shows that urethane does not cause increased destruction 
of mature cells. [Garnier (C.R. Soc. Biol., Paris, 1886, 
38, 229) observed azotaemia and increased excretion of 
nitrogenous substances.] The authors are not able to 
offer an explanation of individual susceptibility, but 


_ Suggest that in the case of Parkinson’s disease the 


excessive effect may be due to the lesions in the 
diencephalon. 

[Hawkins and Murphy (J. exp. Med., 1925, 42, 609) 
had already pointed out that urethane induces lympho- 
cytopenia and slight granulocytosis, which they attributed 
to an accompanying alkalosis.] A, Piney 


584. Diagnosis of Thrombocytopenic Purpura. (Diag- 
nostic des purpuras thrombopéniques) 

B. Dreyrus and J. P. Souter. Revue d’Hématologie 
[Rev. Hémat.] 2, 305-333, 1947. 5 figs., 34 refs. 


The difficulties in differentiating primary and second- 
ary thrombocytopenic purpura are recalled. It was felt 
that the myelogram would be of heip in differentiating the 
two states. A survey.of the literature showed some dis- 
crepancies. The marrow of 5 normal subjects and of 
3 with constitutional purpura without thrombocytopenia 
was therefore carefully studied. The total number of 
megakaryocytes per 1,000,000 nucleated cells varied 
from 175 to 600, the young forms from 0 to 25%, forms 
with platelet formation from 0 to 61%, and degenerate 
forms from 0 to 37%. In 9 cases of primary thrombo- 
cytopenic purpura the total number of megakaryocytes 
per 1,000,000 nucleated cells varied from 450 to 4,000. 
There was an increase in the young forms (17 to 45%) 
and a decrease in those showing platelet formation— 
7 showed no platelet and 2 slight platelet formation only. 
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Degenerate forms were not notably altered in number. 
Among 6 cases of secondary thrombocytopenia three 
could be distinguished—those in which mega- 
karyocyte formation was absent or diminished, those with 
not only diminished formation but also a diminished 
maturation of megakaryocytes, and those where both 
formation and maturation were indistinguishable from 
normal. From the myelogram it was thus possible to 
classify cases of thrombocytopenia into those of myeloid 
origin and those of peripheral origin. John F. Loutit 


585. Induced Polycythaemia by JI-Ascorbic Acid in 


Albino Mice 
Jul-MiNG CHEN. Nature [Nature, Lond.] 160, 681, Nov. 
15, 1947. 1 fig., 4 refs. 


The administration of /-ascorbic acid to albino mice 
resulted in a statistically significant increase in the red 
cell counts and haemoglobin values. All the animals 
received an adequately balanced diet, and the experi- 
mental animals were given ascorbic acid by mouth daily. 
The blood counts were estimated at the end of the third 
week of the experiment. } 

[The daily dose of ascorbic acid was 20 mg. according 
to the text, but in a table it is stated to be 2 mg.] 

L. J. Davis 


RETICULO-ENDOTHELIAL SYSTEM 


586. Clinical Features and Differential Diagnosis of 
Infective Reticulo-endotheliosis. (Beitrag zur Klinik und 
Differentialdiagnose der infektidsen Retikulo-Endo- 
theliose) 

E. Knorr. Archiv fir Kinderheilkunde [Arch. Kinder- 
heilk | 134, 129-140, 1947. 5 figs., 9 refs. 


Two cases with clinical pictures suggestive of infective 
reticulo-endotheliosis (Letterer-Siwe) are described. 
Both cases occurred in small children. A girl aged 
24 years suffered from recurrent bouts of fever, pain and 
swelling of large joints, hepatomegaly and splenomegaly, 
and anaemia. 
graphs revealed irregular translucencies in skull, ribs, 
pelvis, andlong bones. Biopsy of alymph node suggested 
a reticulo-endotheliosis. No tumours developed in the 
skull, nor did purpura appear. Blood transfusions 
produced only temporary improvement, the blood 
picture showing a progressive anaemia with leucopenia 
and a disappearance of thrombocytes. The child died, 
and at necropsy liver, spleen, and lymph nodes showed 
a proliferation of reticulo-endothelial cells. The 
appearance of an intercurrent bout of jaundice with 
hepatomegaly was an unusual feature. 

The second child, aged 3, presented a somewhat 
similar picture at first, but never showed any skeletal 
changes or joint symptoms. Anaemia was not accom- 
panied by leucopenia or thrombocytopenia. Biopsy of 
alymph node suggested an infective reticulo-endotheliosis, 
but necropsy revealed a large retroperitoneal tumour in 
the left upper abdomen; the character of the tumour was 
that of a sarcoma of reticulo-endothelial cell character 
arising in a lymph node. C. Pimm 


Exophthalmos developed later, and radio- ° 
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587. Bone Marrow Studies in Hodgkin’s Disease 

W. M. Campion and L. W. Diccs. Cleveland Clinic 
Quarterly (Cleveland Clin. Quart.] 15, 36-41, Jan., 1948. 
3 figs., 6 refs. 


Marrow studies on 4 untreated patients suffering from 
Hodgkin’s disease and 4 patients who had been treated 
by x-irradiation are reported. Before treatment the 
marrow is cellular, with a normal myeloid-erythroid ratio 
and slight myeloid immaturity, but contains 1 to 4% of 
atypical cells, resembling reticulum cells with a lobulated 
nucleus and showing transition forms to histiocytes. 
The marrow reaction cannot be differentiated from that 
due to chronic inflammatory disease. G. Discombe 


588. The Treatment of Boeck’s Sarcoid with Nitrogen 
Mustard. A Preliminary Report 

G. E. SNipeER. Southern Medical Journal [Sth. med. J.} 
41, 11-14, Jan., 1948. 4 figs., 11 refs. 


Four cases of generalized Boeck’s sarcoid were treated 
with methyl - bis-(8 - chloroethyl) - amine hydrochloride 
intravenously (0-1 mg. per kilo) in two courses of four 
daily injections with an interval of a month. Some 
nausea and vomiting occurred after each injection, and 
there was a transient depression of the white blood count. 
The radiological appearance of the lungs improved, 
uveitis lessened or cleared up and lymphadenopathy 
showed similar improvement for periods of up to 12 
months after the original treatment. 

John F. Wilkinson 


LEUKAEMIAS 


589. Effects of Urethane in the Treatment of Leukaemia 
and Metastatic Malignant Tumors 

J. S. Hirscupoeck, M. C. F. Linpert, J. CHase, and 
T. L. Catvy. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 136, 90-95, Jan. 10, 1948. 
6 figs., 28 refs. 


Twenty-five cases treated with urethane are reported. 
These comprise 6 cases of acute leukaemia, 3 of sub- 
acute leukaemia, 8 of chronic lymphatic leukaemia, 4 of 
chronic myeloid leukaemia, 2 of Hodgkin’s disease, and 
1 each of giant follicular lymphoma and leucosarcoma. 
The usual dose was 3 g. daily by mouth in gelatin or 
enteric-coated capsules. After 2 to 3 weeks’ treatment 
nausea developed as frequently with the enteric-coated 
capsules as with other modes of treatment, and the 
authors think that it may be a sign of overdose. They 
have also given the drug intramuscularly in 40 to 50% 
solution up to 2 g. daily without local irritation, but the 
hypnotic effect of urethane is quite marked when this 
route is used. Urethane reduced the leucocyte count in 
all cases, sometimes—especially in the acute leukaemias 
—to very low levels. It influenced the clinical course 
only in the chronic leukaemias; in all the other cases 
the patient’s condition deteriorated as rapidly as with- 
out any treatment. The chronic cases were definitely 
benefited, the myeloid cases showing most improvement. 
The spleen was reduced in size, the white cell count was 
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reduced, and the differential white cell count approached 
normal; the sternal marrow also showed a change 
towards normal. The results in chronic lymphatic 
leukaemia were good on the whole, but there were some 
unexpected failures. The results in Hodgkin’s disease 
were unsatisfactory; 1 of the patients subsequently 
responded well to nitrogen mustard treatment. Eight 
patients with malignant neoplasms were also treated with 
urethane. There was no evidence that the course of 
the cases was influenced at all. ‘ 

The authors consider that urethane has a place in the 
treatment of chronic leukaemias, and that since it is more 
easily given than nitrogen mustard or radiophosphorus 
its use may be preferred. How long treatment can be 
continued is not known, but they note that rats subjected 
to prolonged treatment with urethane have shown 
increased incidence of pulmonary and liver neoplasms. 

M. C. G. Israéls 


590. Effect of Urethane on Malignant Diseases. 
Clinical, Hematologic and Histologic Observations on 
Patients with Carcinoma, Leukemia and Related Diseases 
L. BERMAN and A. R. AxELROD. American Journal of 
Clinical Pathology {Amer. J. clin. Path.] 18, 104-129, 
Feb., 1948. 22 figs., 27 refs. 


This paper reviews the results obtained with urethane 
in the treatment of 90 patients with neoplastic conditions 
previously reported in the literature, and presents 
detailed observations on 8 patients treated by the authors. 
These patients, consisting of 7 adults and a child aged 2, 
were suffering from the following conditions : chronic 
myeloid leukaemia (2 cases), chronic lymphatic leuk- 
aemia, terminal subacute lymphatic leukaemia, lymphatic 
reticulo-endotheliosis, multiple myeloma, mycosis fun- 
goides, and carcinoma of the lung with multiple 
metastases. The urethane was administered orally in an 
aqueous syrup. The daily dose varied from 0-5 to 6 g., 
and the total dosage from 26-5 to 221g. given over periods 
ranging from 9 to 54 days. The patients varied greatly 
in their tolerance to urethane. Anorexia occurred in 
most patients, but 2 were free from nausea. It is believed 
that gastric symptoms are caused by local gastric irrita- 
tion. Loss of weight may be marked, and may represent 
an important constitutional injury in patients receiving 
urethane. 

The ultimate clinical results were poor. Only in the 
2 patients with chronic myeloid leukaemia was there 
_ definite benefit, and one of these died of a “ heart attack” 
shortly after leaving hospital. In the other case urethane 
had to be withdrawn because of persistent anorexia. In 
the case of mycosis fungoides the skin lesions regressed 
rapidly and the itching disappeared but nausea and 
vomiting prevented continuation of treatment. In 
general, lymph nodes, spleen, and liver decreased in size 
when these organs were enlarged before treatment. The 
histological changes in lymph nodes, liver, and car- 
cinoma tissue after treatment are described and illustrated. 
Urethane resulted in a reduction in the number of leuco- 
cytes, and the more undifferentiated the cells the greater 
was the effect. The effect upon the red cells was variable. 
In 5 of the authors’ cases there was no appreciable 


change, while in 2 cases there was a fall. When anaemia 
is present it may be favourably influenced by ure 
especially in chronic myeloid leukaemia. Over-tregt. 
ment may lead to temporary or permanent bone-marrow 
hypoplasia, with a consequent reduction in all the 
formed elements in the peripheral blood. 

Apart from the author’s personal experience, it is stated 
that favourable palliative effects have been obtained jn 
carcinomatosis, lymphoblastoma, and leukaemia. The 
results with chronic myeloid leukaemia are more favour- 
able and less variable than with chronic lymphatic 
leukaemia. Promising results have been reported in the 
treatment of androgen-independent carcinoma of the 
prostate. The problems of dosage, route of administra- 
tion and toxic effects have not yet been solved, and further 
blood and bone-marrow studies are needed. It is con- 
cluded that further investigation of urethane and its 
derivatives in the treatment of neoplastic disease is 
warranted. L. J. Davis 


591. Results of Roentgen Treatment in Chronic Myelo- 
genous Leukosis. [In English] 

C. Kress and J. BicueLt. Acta Radiologica [Acta 
radiol., Stockh.| 28, 697-704, Nov. 13, 1947. 1 fig, 
10 refs. 


The authors have considered the results of radiotherapy 
in 222 patients with various forms of leucosis treated 
over 15 years. They explain that the difficulty of 
evaluating the results of irradiation therapy is the lack 
of control material, and quote Minot, Buckman, and 
Isaacs, who, in 1924, analysed 52 cases of non-irradiated 
leucoses. The figures given by the latter authors 
compare well with those given in the present paper, the 
average duration of life being 40-7 months in the ir- 
radiated patients, slightly better than in non-irradiated 
patients. However, although the prolongation of life 
in the irradiated patients is not great their lives were 
much more comfortable and useful. The indications 
for radiotherapy depend on the general condition of the 
patient and the presence of pain in the spleen and not on 
the level of the white-cell count. T. Keith Morgan 


See also Section Pathology, Abstracts 506-8. 


ANAEMIAS 


592. The Treatment of Anaemia due to Protein 
Deficiency. (Etudes sur la réparation de l’anémie pro- 
téprive) 

A. ASCHKENASY and P. ASCHKENASY-LELU. Sang [Sang] 
18, 544-560, 1947. 7 figs., 5 refs. 


A diet free from protein produces a severe haemolytic 
anaemia in rats, together with a considerable erythro- 
blastic overgrowth in the marrow, marked normoblastosis, 
and leucopenia with reduction of lymphocytes in the 
peripheral blood. Even in an advanced stage the con- 
dition is completely curable by a diet containing adequate 
proportions of protein. The addition of casein resulted 
in improvement in the anaemia in rats, the results being 


best when the amount of casein in the diet approached © 
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the optimum of about 30%. The onset of a remission 
brought about by casein was ushered in by a reticulocyte 
crisis on the fifth day of treatment. Liver extracts also 

uced rapid improvement in the anaemia in rats, but 
the speed was influenced by the amount of casein in the 
diet at the same time as the liver extract. The effect of 
folic acid on the blood and marrow picture was practically 
identical with that of liver extract. 

The authors conclude that the optimum amount of 
casein of about 30%, administered to rats rendered 
anaemic by a protein-free diet, will result in recovery. 
Normoblastosis, increase of leucocytes, and reticul8cyte 
increase are present on about the fifth day. There 
appears to be a direct relation between the percentage 
of casein in the diet and the height of the reticulocyte 
crisis. Liver extracts, which alone are ineffective in the 
treatment of this type of anaemia, augment the increase 
in weight if they are administered for some days before 
the protein diet is started. Folic acid, like liver extract, 
is not essential for the cure of this anaemia and leucopenia, 
which can be brought about by casein alone. [The 
authors attempt to draw conclusions from these observa- 
tions which are not particularly convincing. They 
suggest that protein deficiency diminishes the production 
of folic acid in the intestine, which would explain the 
fact that a protein-deficient diet aggravates the anaemia 
due to sulphonamides; but the authors’ view that such 
an anaemia is almost entirely due to deficiency of folic 
acid is not generally accepted.] A. Piney 


593. Folic Acid in Severe Nutritional Anaemia: A 
Report of Five Cases 

G. A. B. Cowan. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 41, 525-535, Jan., 1948. 5 figs., 4 refs. 


In 24 of 142 cases of anaemia investigated in Kuala 
Lumpur during a period of 9 months, the red cell count 
was below 1,000,000 per c.mm. Only 1 of these was 
believed to result from pure iron deficiency; the remaining 
23 had macrocytic or “ dimorphic”’ blood pictures. 
Five of the severely anaemic patients were treated with 
synthetic folic acid. In all of these megaloblastic erythro- 
poiesis was revealed by sternal puncture. Four were 
women, 1 of whom was pregnant. The folic acid was 
given by mouth in daily doses of 10 or 20 mg. The 
haematological and clinical responses were satisfactory in 
all cases. L. J. Davis 


594. Genuine Aplastic Anaemia with Complete Absence 
of Erythroblasts. (Uber eine isolierte aplastische Anamie 
mit vollstandigem Fehlen der Erythroblasten (Erythro- 
blastophthise)) 

H. BEGEMANN. Klinische Wochenschrift (Klin. Wschr.} 
24/25, 850-853, Nov. 1, 1947. 9 refs. 


The author describes a case of genuine aplastic anaemia 
—that is to say, a condition in which erythroblasts were 
completely absent from the marrow while the leucocytes 
and megakaryocytes appeared to be unaffected. Only 
some 6 cases have been described, and the condition is 
really only of interest inasmuch as it completes a triad: 


agranulocytosis due to atrophy of leucopoietic cells; 
thrombocytopenia due to destruction of megakaryocytes ; 
and genuine aplastic anaemia (erythroblastophthisis). 
The patient was a man of 59 in whose past history there 
was nothing relevant. The blood contained 1,470,000 
red corpuscles per c.mm. with an average diameter of 
8 w and no reticulocytes. In marrow films neither 
erythroblasts nor reticulocytes were found, but the 
myelogram was otherwise normal. The patient has been 
kept alive by repeated blood transfusions; the author 
suggests that by some compensatory mechanism the 
transfused red corpuscles have persisted longer in the 
circulation than normal. A. Piney 


595. Haemolytic Icterus (with Special Reference to its 


Pathogenesis). (Icterus hemolyticus. Med serlig hen- 
blikk pa patogenesen) 
P. A. OwreN. Tidsskrift for Den Norske Legeforening 


(Tidsskr. norske Legeforen.] 67, 665-673, Dec. 15, 1947. 
16 figs., 21 refs. 


The author reports 6 cases of acholuric jaundice and, 
in the light of their investigation, discusses the nature of 
the crises, the pathogenesis of the disease, and its relation 
to acquired haemolytic icterus. 

He finds the descriptions of the crisis in the books 
faulty and incomplete. The crises he has observed all 
begin with a sudden rise in temperature to about 39° C., 
which continues till the blood picture improves. As the 
anaemia increases, jaundice decreases, and the size of 
the spleen does not increase clinically. Detailed haemato- 
logical studies of the onset of the crisis were possible in 
2 patients; later stages were the same in all the patients. 
At the onset of the crisis, haemoglobin, red-cell count, 
and icterus index fell rapidly in parallel; urobilinuria 
decreased and serum iron rose to abnormally high levels; 
reticulocytes disappeared from the peripheral blood, and 
the erythroblast count in the bone marrow fell from a 
previous 140,000 to 2,900 per c.mm. by the sixth day after 
the onset. Granulocytes and platelets were also reduced 
considerably, and their maturation in the marrow was 
slowed up. The first sign of recovery was a rise in the 
white count about the eighth day; the platelet count 
then rose and the erythroblast count in marrow reached 
308,000 on the twelfth day with a fall in the serum iron. 
Finally, the red cell count rose, the reticulocyte count 
reaching 30% on the fifteenth day. This all shows that 
the so-called haemolytic crisis is really an acute transient 
failure of marrow haematopoiesis with a decreased red 
cell breakdown in the peripheral blood. 

By Dacie and Mollison’s technique with a litre of 
packed cells, the life of normal cells transfused to a 
patient with acholuric jaundice was found to be 120 days 
(normal); the life of cells from such a case given to a 
haematologically normal patient (inoperable gastric 
carcinoma) was found to be 15 days (as previously shown 
by Dacie and Mollison and by Callender). This by 
itself adequately accounts for the rapid anaemia on 
cessation of haematopoiesis in a crisis. It had been 
noted that the average cell diameter fell progressively 
in a crisis but that the reticulocytes were of normal size. 
The author concludes that in acholuric jaundice: the 


174 DISORDERS OF THE BLOOD 


erythrocytes formed are of normal size and shape but 
carry an inherent stromal defect which leads to their 
being abnormally easily destroyed by normal mechanisms, 
and that their increasing spherocytosis with age is a stage 
on the way to destruction. 

Cell destruction in acquired haemolytic jaundice is 
quite different. Transfused normal cells are rapidly 
destroyed and about half the patient’s cells are destroyed 
at the same rate by a normal person though the rest have 
a normal cell life. When normal cells are transfused 
back into a normal person after a period in a patient 
with acquired haemolytic jaundice, there is similarly a 
rapid haemolysis of a proportion of them, but the rest 
survive normally. The author suggests that in acquired 
haemolytic anaemia some process stimulates the pro- 
duction of specific antibodies which become adsorbed 
on to the red cells, which are then naturally destroyed 
by the reticulo-endothelial system. The cause of the 
immunization process is unknown, but the resemblance 
to virus haemo-agglutination is suggestive. 

[There are excellent explanatory diagrams with lettering 
in English.] A. M. M. Wilson 


596. Refractory Megaloblastic Anemia 
L. S. P. Davipson. Blood [Blood] 3, 107-120, Jan., 
1948. 5 figs., 13 refs. 


The definition of the term “ refractory megaloblastic 
anaemia” is discussed, and the author’s experience of 
this condition is reviewed. Of 450 cases of macrocytic 
anaemia encountered during the past 6 years, sternal 
puncture revealed megaloblastic erythropoiesis in 375. 
Most of these responded satisfactorily to parenteral 
liver therapy and were for the most part examples of 
classical Addisonian pernicious anaemia. Fifty-nine 
cases, however, were refractory, completely or partially, 
to intramuscular injections of liver extracts, the potency 


of which had been proved in cases of Addisonian perni- _ 


cious anaemia. Some of these refractory cases were 
associated with conditions such as pregnancy, the sprue 
syndrome, or defective nutrition, but in 25 cases no cause 
of the anaemia could be determined. In these idio- 
pathic refractory cases, the patients’ ages ranged from 
12 to 72 years; in 8 free hydrochloric acid was present 
in the gastric juice. Ten of these cases were treated by 
numerous injections of liver extract supplemented with 
blood transfusions, which eventually evoked a slow 
haematopoietic response; in contrast, the remaining 
cases responded promptly to oral treatment with either 
proteolysed liver or synthetic folic acid. 

The significance of these observations is discussed. 
The author states that all types of megaloblastic anaemia 
respond to the administration of free folic acid. Since 
the injection of purified liver extract which contains 
insignificant traces of any member of the vitamin B 
complex, including folic acid, causes an identical haemato- 
logical response in Addisonian pernicious anaemia, it is 
suggested that purified liver extract contains a substance 
which facilitates the liberation of free folic acid from its 
conjugated form in food or promotes its utilization in 
some unknown manner. The failure of cases of re- 
fractory megaloblastic anaemia to respond to parenteral 


liver therapy must therefore be dependent on an 
inadequate supply of conjugated folic acid in the food 
(nutritional megaloblastic anaemia), on a failure in 
absorption (the sprue syndrome), or on a failure in the 
utilization for some reason at present not understood 
(idiopathic refractory megaloblastic anaemia), When 
free folic acid is given the failure in intake or absorption 
of conjugated folic acid is circumvented and in addition 
the need for the interaction referred to above is obviated, 
It is suggested that in certain cases of ref 

megaloblastic anaemia the superior efficacy of orally 
administered liver or proteolysed liver to liver extract 
given parenterally may be explained by one of the follow. 
ing hypotheses: (1) that some interaction takes place 
in the gastro-intestinal tract between the ingested liver 
preparations and the gastro-intestinal enzymes, which 
leads to a potentiation of haematopoietic factors already 
present; (2) that liver and proteolysed liver contain 
some essential haematopoietic principles, including folic 
acid and possibly other members of the B, complex, 
which are removed or destroyed in the processes used 
in the manufacture of liver extracts for parenteral 
injection. L. J. Davis 


597. The Relation of Therapy in Pernicious Anemia to 
Changes in the Nervous System. Early and Late Results 
in a Series of Cases Observed for Periods of not Less than 
Ten Years, and Early Results of Treatment with Folic 
Acid 

F. H. BetTHett and C. C. Sturcis. Blood [Blood] 3, 
57-67, Jan., 1948. 14 refs. 


An evaluation is presented of the effects of therapy on 
the neurological complications of pernicious anaemia in 
70 patients, observed over periods of not less than 10 
years. Objective manifestations of neurological disease 
were present in 67-1% of the patients, and were the cause 
of serious disability in 15-7%. It is concluded that the 
administration of sufficient amounts of desiccated hog’s 
stomach, whole liver, oral liver extract, or crude or 
refined liver extracts parenterally will, if accompanied 
by haematological response, invariably lead to the arrest 
of neurological degenerative processes, and will usually 
be followed by a significant degree of symptomatic and 
functional improvement. Furthermore, with adequate 
maintenance treatment, exacerbation of neurological 
disease will not occur. Even if treatment is irregular 
or suboptimal, provided there are no long periods of 
relapse, patients with less severe degrees of neural 
involvement will rarely suffer irreversible progression. 


It is emphasized, nevertheless, that irregular or suboptimal 


therapy is not without serious risk. The results were 
about equal for the different types of therapy employed. 
Refined liver extracts given intramuscularly have been 
used during the past decade with results fully equal to 
those obtained with crude extracts given orally or 
parenterally. The experience of other writers is con- 
firmed that the response to therapy is better when the 
neurological manifestations are of short duration, 
although even when they have been present for longer 
than 12 months a considerable degree of improvement 
will occur in most cases. Improvement in the neuro- 


| 
3 
we 
le 
sh 
at 
ct 
in 
th 
de 
tr 
d. 
Te 
5! 
C 
g 
J. 
a 
tl 
d 
fe 
fe 
d 
Pp 
kc 
l 
n 
fe 


SAE 


ANAEMIAS 175 


jogical status was limited in all cases to the first year of 
treatment, and most functional recovery occurred during 
the first 6 months. oa 

Since January, 1946, 15 patients had been treated 
with synthetic folic acid. The haematological and neuro- 
jogical responses were much less uniform than with 
stomach or liver preparations. Six of these patients 
without previous nervous disease were maintained 
satisfactorily for a year or longer with 5 mg. folic acid 
by mouth daily, but 1 of these eventually developed 
severe paraplegia while receiving 10 mg. daily. 

L. J. Davis 


598. Treatment of Nutritional Macrocytic Anaemia with 
Synthetic Folic Acid 

T. D. Spies, G. G. Lopez, R. E. Stone, F. MILANEs, 
R. L. Toca, and T. ARAMBURU. Lancet [Lancet] 1, 
239-241, Feb. 14, 1948. 2 figs., 4 refs. 


Thirty-two patients with nutritional macrocytic 
anaemia were selected for study. They were between 
35 and 70 years of age; all of them were white and 9 
were women. In each case the erythrocyte count was 
less than 3,000,000 per c.mm., and the bone marrow 
showed a typical erythroblastic arrest comparable with 
that seen in Addisonian anaemia. Repeated gastric 
analysis had demonstrated the presence of free hydro- 
chloric acid, no treatment had been given, and the icteric 
index was normal. All the subjects were maintained 
throughout on a diet lacking meat, meat products, 
poultry, and fish. All had been for years on a diet grossly 
deficient in protein and the vitamin-B complex. The 
treatment consisted of folic acid, 5 to 50 mg. by mouth 
daily. All the patients showed prompt haematopoietic 
response with a coincident improvement in appetite and 
gain in weight. John F. Loutit 


599. The Development and Progression of Subacute 
Combined Degeneration of the Spinal Cord in Patients 
with Pernicious Anemia Treated with Synthetic Pteroyl- 
glutamic (Folic) Acid 

J. F. Ross, H. BeLpING, and B. L. PagGeL. Blood 
{Blood} 3, 68-90, Jan., 1948. 3 figs., 16 refs. 


Twenty-one patients with pernicious anaemia were 
maintained in satisfactory haematological remission over 
periods ranging from 8 to 17 months with synthetic folic 
acid in daily oral doses of 1-25 to 15 mg., but a patient 
treated with monthly injections of 30 mg. of folic acid 
developed a severe haematological relapse. In 10 of the 
patients who had previously been treated with liver 
extracts the red cell counts rose when folic acid was 
substituted for the liver therapy, but, with one exception, 
fell to the original levels after 6 or more months. Mani- 
festations of subacute combined degeneration of the 
spinal cord developed, or progressed, in 11 patients 
during folic acid therapy, although in most of these 
patients the blood picture was normal. The neuro- 
logical manifestations occurred with explosive onset in 
| patient, and progressed rapidly in 3 others. They were 
more frequent in patients receiving large daily doses of 
folic acid than in patients receiving small or intermittent 


doses. Five patients who developed neurological 
complications during folic acid therapy were given liver 
extracts in addition, but these failed completely to arrest 
the progress of the condition in 4 cases, and only partially 
arrested it in the fifth case. In this case improvement 
occurred more rapidly when the folic acid was 
discontinued. j 

In view of these observations, the possibility is dis- 
cussed that folic acid in large daily doses may actually 
exert a deleterious effect upon the central nervous system, 
and it is suggested that folic acid may interfere with the 
metabolism of /(+-) glutamic acid in the central nervous 
system and possibly disturb the formation or function 
of acetylcholine. L. J. Davis 


600. Experimental Study on the Localization of Castle’s 
Intrinsic Factor in the Human Stomach. Antianemic 
Effect of Powdered Human Fundus and Pylorus 

E. LANDBOE-CHRISTENSEN and C. M. PLuM. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 215, 
17-23, Jan., 1948. 5 figs., 22 refs. 


In pernicious anaemia it is the fundal portion of the 
stomach which undergoes the most pronounced degener- 
ative changes. From the point of view of therapy, ~ 


‘however, it is the pyloric portion of hog stomach which is 


mainly concerned in the production of Castle’s ** intrinsic 
factor’’. Indeed, hog-stomach preparations made from 
the fundus are not very effective in clinical therapy. 
Two patients with classical pernicious anaemia were 
treated with dried, powdered and defatted preparations 
from human stomach. Powdered fundus gave a good 
therapeutic response but the activity of powder from the 
pyloric part was inferior. G. F. Walker 


601. Erythropoiesis in Chronic Erythroblastosis in 
Adults. (L’erythropoiése dans les _ erythroblastoses 
chroniques de l’adulte) 

J. OLMER and H. Gastaut. Annales de Médecine [Ann. 
Méd.] 48, 458-478, 1947. 13 figs., 19 refs. 


The literature in French on the condition called chronic 
erythraemic myelosis or chronic erythroblastosis of the 
adult is summarized. Two additional cases are reported. 
The blood counts showed severe megalocytic anaemia, 
leucopenia, and erythroblastaemia. Both cases came to 
necropsy. Inthe liver and spleen there was a pronounced 
myeloid change. Pictures of the splenic pulp showed 
erythroblastic cells budding off from the endothelial 
cells of the pulp sinuses. The marrow in both cases was 
hypoplastic or aplastic, and in 1 case definitely fibrotic. 
It is considered that initially there must have been 
erythropoietic normotopic hyperplasia which progres- 
sively changed to hypoplasia of the marrow with second- 
ary anaplastic heterotopic erythropoiesis. There was 
also evidence of increased haemolysis, which was regarded 
as “ passive and not active ”’. 

[This condition would in Anglo-American literature 
be called myelosclerosis with leuco-erythroblastic 
anaemia, and has been known frequently to follow 
polycythaemia vera.] John F. Loutit 
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602. The Course of Bronchiectasis in Children 
F. J. Forp. Glasgow Medical Journal [Glasg. med. J.] 
29, 19-32, Jan., 1948. 8 figs., 17 refs. 


The author discusses in the light of recent literature 
a series of 65 proved and 29 unproved cases of 
bronchiectasis in children up to the age of 12 years ad- 
mitted to the Royal Hospital for Sick Children, Glasgow, 
between 1930 and 1944. The greater difficulties in 
diagnosing bronchiectasis in children are emphasized, 
with stress on the frequent need for general anaesthesia 
for “lipiodol”’ injections and th: possible failure to 
observe that disease is bilateral, ¢ ving to blockage of a 
bronchus to an affected area. | 0 criteria are certain 
in assessment of prognosis. Of ..e cases under review 
half were in children under 6, There was no sex 
predominance. 

The significance of cough is considered and its dura- 
tion and incidence are shown diagiammatically, the age 
of the child being plotted as an ordinate and duration of 
cough as abscissa, but no definite conclusion is drawn. 
Chronic or recurrent cough and bronchitis are considered 
as suspicious symptoms. The whole right lung was 
involved in 8 cases, the whole left lung in 11, and both 
in 9. Part of the right lung (usually the base) was in- 
volved in 4 and part of the left in 26. The high propor- 
tion (42%) of bilateral disease found either radiologically 
or at necropsy is emphasized with particular reference to 
post-operative complications and operative treatment. 
Only 11 proved cases of bronchiectasis were Mantoux- 
positive, and at the time of diagnosis of bronchiectasis the 
majority did not show any evidence of tuberculosis. 
Bronchiectasis and tuberculosis may be present in- 
dependently or bronchiectasis may follow tuberculous 
collapse. 

-Of the patients with proved bronchiectasis 29 (44%) 
were subjected to operation—S died as a direct result 
of operation and 2 from unrelated causes. Of the 
22 successfully operated upon, 14 are well with no 
cough but with varying degrees of reduced costal mobility 
and with tubal breath sounds near the midline, probably 
of no importance. The post-operative radiological 
appearances are unsatisfactory but do not correspond 
with the good clinical condition of the patients. Of 
7 recorded as “‘ improved”, 6 appear in good health, 
but 5 of these have persistent rales or rhonchi at the 
base of the “ sound” lung and still have cough. The 
remaining child has had occasional haemoptysis since 
operation. Scoliosis was slight in 2 children, and marked 
in 1. Clubbing noted in 2 before operation has since 
disappeared. An operation was not performed on 36— 
10 failed to report for follow-up, 10 died (8 within 
2 months of their only admission to hospital), 8 being 
under 6 years, and 16 survived. The latter were followed 
up for 7 years and all were apparently well or no worse. 
Neither local spread of the disease nor lung abscess was 


found. No case of uraemia, cerebral abscess, or amyloid 
disease was noted. No difference in height and weight 
was found between operated and non-operated cases, 
There were 29 suspected cases in all. Diagnosis was 
based on clinical examination only. When re-examined 
from 2 to 15 years later 9 children were apparently well, 
9 unchanged, 3 dead, and 2 in sanatoria. Of 5 who 
showed slight clubbing, 4 of whom were also slightly 
cyanosed, 3 are dead, | is in a sanatorium, and | js 
apparently well. The opinion gained in this series js 
that medical treatment is at best palliative. Sulphon. 
amides are useful during an acute exacerbation but are of 
no value in treatment of the catarrh during a quiescent 
phase. Penicillin inhalations have not been found to 
reduce sputum but they cause a remarkable change 
in the bacterial flora, replacing mixed cocci with coliform 
bacilli. J. Llewellyn Jones 


603. An Analysis of Variations in the Bronchovascular 
Pattern of the Right Upper Lobe of Fifty Lungs 

E. A. BoyDeN and J. G. SCANNELL. American Journal 
of Anatomy [Amer. J. Anat.] 82, 27-73, Jan., 1948, 
8 figs., 17 refs. 


[This study of dissections of 50 right upper lobes of the 
lung supplemented by injection of bronchopulmonary 


segments in fresh specimens is too detailed for abstraction, 
and should be read in the original. A comparison is 
made with the work of Appleton (J. Anat., 1945, 79, 
97, and Lancet, 1944, 2, 592).] S.S. B. Gilder 


604. Experimental Lung Changes due to Aluminium 
Dust. (Uber experimentelle Aluminiumstaublungen) 
A. DE MARCHI. Schweizerische Zeitschrift fiir Tuber- 
kulose (Schweiz. Z. Tuberk.] 4, 413-433, 1947. 10 figs., 
25 refs. 


The author gives a description of the symptomatology 
and the pathology of aluminium pneumoconiosis in 
human beings and reports on experiments on rabbits and 
guinea-pigs exposed to the insufflation of aluminium 
dust. The symptoms of aluminium pneumoconiosis are 
not characteristic. Patients suffer from general dis- 
comfort, lassitude, sleeplessness, poor appetite, loss of 
weight, and abdominal pain. Later they complain of 
pain on breathing, frequent colds, cough and expectora- 
tion, shortness of breath, tachypnoea, and tachycardia. 
Clinical signs include hypertrophic rhinitis and sometimes 
perforation of the septum nasi. Auscultation of the 
lungs reveals diminished vesicular breathing, medium 
and fine rales, and increase of pectoral fremitus. Expan- 
sion of the thorax is decreased and vital capacity reduced. 
The skiagram shows an increase of the normal bronchial 
markings with or without some mottling, mainly in the 
middle zone, and emphysema at the bases. There may 
be enlargement of the heart, increase of the erythrocyte 
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sedimentation rate, and a relative lymphocytosis in the 
film. The development of changes in the lungs 

has no relation to the length of exposure; only in 
cases do the symptoms and the reduction of 

the vital capacity correspond with the histological 

‘ture. The latter shows non-specific catarrhal changes 
in the bronchi, an accumulation of dust cells in the alveoli, 

inization of the interstitial tissue, and increase in 
dlastic tissue leading to atelectasis. 

Anaesthetized animals were treated by insufflation of 
aluminium dust once or several times at short intervals 
and observed over a period of 14 months. Three phases 
could be distinguished; an exudation of leucocytes 
lasting for from a few hours to 2 days was followed by 
an increase of monocytic cells. The end phase was 
characterized by the replacement of the monocytic cells 
with the formation of granulomatous tissue. The 
aluminium particles are taken up by phagocytic cells in 
the smaller bronchi and bronchioli and they set up a 
continuous chronic irritation. The dust particles are 
not carried away by the lymphatics or blood vessels. 

Franz Heimann 


605. Functional and Histological Changes in the 
Kidneys in Pulmonary Suppuration. (Alterazioni isto- 
logiche e funzionali dei reni nei suppuranti polmonari) 
G. MONTANARI. Annali Italiani di Chirurgia [Ann. ital. 
Chir.) 24, 495-510, Nov.—Dec., 1947. 4 figs., 7 refs. 


The kidneys of 10 patients who had died from chronic 
pulmonary suppuration all showed abnormalities at 
necropsy. These abnormalities ranged from simple 
cloudy swelling of the tubules to hyaline degeneration 
of the glomeruli, together with small round cell infiltra- 
tion. _ Tom Rowntree 


606. Complete Occlusion of the Superior Vena Cava 
wih Chronic Mediastinitis in a Case of Generalized 
Actinomycosis 
J.P. D. Mounsey. Thorax [Thorax] 2, 203-205, Dec., 
1947. 4 refs. 


After more than 5 years of obscure ill-health with dry 
cough and tachycardia, a man, aged 43, developed 
evidence of superior vena cava obstruction, together with 
a left empyema and eventually multiple sinuses in the 
chest-wall. In spite of drainage of the empyema he 
died. At post-mortem examination there was extensive 
actinomycosis of the mediastinum and of both pleurae, 
with smaller lesions in the liver and kidneys. 

J. G. Scadding 


607. Intra-pulmonary Calcification and Histoplasmin 
Sensitivity 
B. H. McCrRaAcKEN. Thorax [Thorax] 5, 45-47, March, 


1948. 11 refs. 


A brief account is given of some American investiga- 
tions into the relationship between pulmonary calcifica- 
tion and infection with Histoplasma capsulatum and other 
fungi. Ina survey of students in Cardiff, 1,188 miniature 
chest radiographs were examined, and 87 students with 


M—N 


evidence of pulmonary calcification were discovered. 
In 82 of these who were skin-tested 67 (82%) were 
tuberculin-positive, and none of them reacted to any of 
the extracts of fungi used, including histoplasmin. It is 
concluded that pulmonary calcification in South Wales is 
not related to sensitivity to histoplasmin or similar 
extracts from certain other fungi—[Author’s summary.] 


608. Pneumonia at the Philadelphia General Hospital, 
1936-1946 

H. L. R. C. MITTERLING, and H. 
New England Journal of Medicine [New Engl. J. Med.] 
238, 205-212, Feb. 12, 1948. 12 refs. , 


The authors compare the course of pneumonia: 
(1) in 1936-37, before the advent of chemotherapy; 
(2) in 1940-41, when sulphonamides were used in all but 
a few cases; (3) in 1945-46, when penicillin was given in 
addition to, or instead of, sulphonamides in approxi- 
mately half the cases treated. Detailed analysis is 
confined to cases of lobar pneumonia. Case mortality 
fell from 23-3% in 1936-37 (261 cases) to 5-4% in 1940-41 
(429 cases) and rose slightly to 6-5% in 1945-6 (312 cases), 
but the rise in the last group was not statistically signi- 
ficant and was adequately explained by the increased 
proportion of patients in the higher age groups. Mortality 
was highest in the penicillin-treated cases, but all severe 
cases received penicillin. Response to treatment was 
slower in the last group, 57-6°% becoming afebrile in 
48 hours in 1940-41 and only 39% in 1945-46. The 
white cell count was 20,000 pér c.mm. in patients ad- 
mitted in 1936-37, 17,500 in patients admitted in the 
second period, and 13,900 in patients admitted in the 
last. These changes were seen even in cases with 
positive blood cultures and were not, therefore, due to 
cases of virus pneumonia being misdiagnosed as of lobar 
pneumonia. It is suggested by the authors that pneumo- 
coccal pneumonias are usually secondary to a virus 
pneumonia, and that there has been an increase in the 
importance of the virus infection in the natural history 


. of the disease. [There seems little evidence to support 


this view. The sensitivity of the organisms to sulphon- 
amides and penicillin was not investigated. ] 
J. W. Litchfield 


609. Sulphamerazine Treatment of Pneumonia in Adults 
H. Joutes and S. D. V. WELLER. British Medica 
Journal (Brit. med. J.] 2, 947-950, Dec. 13, 1947. 2 figs., 
14 refs. 


Sulphamerazine was given throughout the treatment of 
113 cases of primary pneumonia, without a single death. 
An initial loading dose of 3 g. of sulphamerazine was 
followed in 8 hours by 2 g. and then 1 g. 8-hourly; a 
satisfactory level of 12 to 15 mg. per 100 ml. of blood was 
maintained. A fluid intake of 6 pints (3-4 litres) a day 
was insisted on but alkalis were not given. Treatment 
was usually continued for 48 to 72 hours after the 
temperature had become normal, and an average total 
dose was 18 g. 

The temperature fell to normal in 24 to 36 hours in the 
majority of cases, and most patients were up in a week 
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and home in under 2 weeks. The extent of the consolida- 
tion was variable but always clearly demonstrable 
radiologically, and in most cases a pathogenic organism 
was found in the sputum, usually a pneumococcus. 
Three patients were also given parenteral penicillin from 
the start, and in 17 others an inadequate response called 
for the use of penicillin later in treatment. Causes of an 
inadequate response were sterile effusion (5), lobar 
collapse (2), drug psychosis (1), and drug fever (1), while 
in 8 the organism appeared resistant to sulphonamides, 
although this finding was not confirmed in vitro. The 
only toxic effects noted were drug fever in 2 cases, a 
possible drug psychosis in 2 cases, and a transient 
rubelliform rash which faded despite persistence with 
treatment. Five deaths occurred in 70 cases treated with 
sulphamezathine or penicillin alone or combined, but 
all these patients had severe cardiac lesions or died 
within 24 hours of admission. 

The authors conclude that pneumonia can usually be 
satisfactorily treated at home with sulphamerazine and 
the disease reduced to a “2-day” fever. Cases not 
responding in 48 hours need further investigation, and 
the importance of clearance films in all cases is stressed. 

J. W. Litchfield 


610. Infrapulmonary Effusion Masquerading as an 
Elevated Diaphragm 

J. T. TaGucui and S. Dresster. Radiology [Radiology] 
50, 223-226, Feb., 1948. 4 figs., 5 refs. 


The authors discuss the four main factors which 
determine the radiographic picture of pleural effusion 
—namely, gravity, retractibility of the lung, capillary 
effect, and surface tension of the fluid. In the case 
described, the infrapulmonary effusion simulated an 
elevation of the diaphragm. The authors draw attention 
to the importance of diagnostic induction of pneumo- 
peritoneum for the elucidation of such a condition. 

A. Orley 


611. Bronchial Carcinoma Presenting as Polyneuritis 
R.. Wysurn-Mason. Lancet [Lancet] 1, 203-206, 
Feb. 7, 1948. 20 refs. 


Three cases are described in males, aged 52, 59, and 
71 years, in whom the presenting symptoms were those 
of peripheral neuritis, but who, at necropsy, were found 
to have a bronchial carcinoma. There was no evidence 
‘of involvement of the nerves or ganglia or of secondary 
deposits in the cord, brain, or vertebrae. The author 
discards the theory of a “toxic” or “ metabolic” 
action on the peripheral nerves from the carcinoma, and 
suggests a disturbance of nervous function produced 
reflexly from the lungs. He quotes the analogy in cer- 
tain lung diseases of hypertrophic pulmonary arthropathy 
which may disappear after removal of the diseased lung 
or after ligation of the pulmonary artery supplying the 
segment of lung affected. In the 3 cases quoted the 
bronchial carcinoma was advanced, and in the third case 
there was also a carcinoma of the stomach. [The 
evidence in favour of the “lung reflex” theory is not 
convincing; there is no note of the presence of finger- 
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clubbing in the case.] The author stresses the importance 

of searching for a primary tumour in elderly patients with 

polyneuritis when the general condition is deteriorating, 
J. L. Livingstone 


612. Clicking Pneumothorax 
W. Fox. Lancet [Lancet] 1, 210-212, Feb. 7, 1948, 
15 refs. 


“* Systolic clicks’ were observed in 2 patients with 
left-sided artificial pneumothorax. The systolic click, 
as is usual, was best. heard in the fourth left space, close 
to the left border of the sternum, first appearing soon 
after induction and varying with posture and respiration, 
The interesting feature in these cases is that the click 
persisted for 18 months in one patient and for 7 months 
in the other, and that the noise was present in spite of a 
good selective collapse of the lung in each patient, and 
was not altered by refills or by division of adhesions. In 


both cases the left lung on radioscopy was seen to be. 


very mobile, and rocked on the hilum with the cardiac 
impulse. With the disappearance of the click there 
was no obvious change in the mobility of the lung. 

The author reviews the literature and theories of causa- 
tion are suggested. Scadding and Wood described 
cases with very small pneumothoraces and put forward 
the view that the click was caused by the cardiac systole 
separting the parietal and visceral pleura. This theory 
hardly explains the production of the click in a well- 
established pneumothorax. The author puts forward 
the suggestion that the click is caused by the lingula being 
flipped against the anterior thoracic wall by the cardiac 
impulse, and that the consistency and mobility of the 
lung are important factors. He produced a similar 
sound in the cadaver by flipping the lingula against the 
chest wall. This theory accounts for most of the clinical 
features of “ clicking pneumothorax ”’, and should be 
capable of confirmation by careful screening in the early 
stages of induction of a pneumothorax. What is 
remarkable is the rarity of observation of the click in 
clinics and institutions where chest disease is treated. 

J. L. Livingstone 


613. Basal Pleural Fluid Accumulations Resembling 
Elevated Diaphragm 

D. B. Jones. Radiology [Radiology] 50, 227-233, Feb., 
1948. 6 figs., 5 refs. 


The author presents 5 cases in which an accumulation 
of fluid at the base of the lung closely simulated an eleva- 
tion of the diaphragm. Screening of the chest, taking 
antero-posterior radiographs with the patient lying on his 
side, pleural puncture, induction of pneumoperitoneum, 
and demonstration of the gastric air-bubble, if necessary 
by giving the patient an effervescent mixture to drink, 
are suggested as useful procedures in the differential 
diagnosis. The author discusses the physical factors 
responsible for the accumulation of the fluid at the base 


of the lung. He believes that the most important of 


these is the development of fibrinoplastic adhesions be- 
tween the parietal and visceral layers of the pleura. Pe 
A, Ori 
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614. Experimental Investigations of Parodontal Disease. 
VI. Further Clinical Studies of Sugar-cane Gnawing in 
Treatment of Gingival Disease 

J. D. KinG. British Medical Journal [Brit. med. J.) 2, 
987-991, Dec. 20, 1947. 6 refs. 


The author has been investigating for some time the 
gnawing of sugar-cane in the treatment of gingival 
disease. Two groups of boys living in institutions were 
studied. In the first main group raw sugar-cane alone 
was given. In the second, two sub-groups received 
preliminary dental scaling; one sub-group was then given 
canned sugar-cane and the other was retained as a 
control. The personal dental hygiene was not good in 
any group. There appeared to be a definite improve- 
ment after 8 weeks in the subjects studied while there was 
no improvement in the controls. The author criticizes 
the over-enthusiastic use of drugs for treating parodontal 
lesions. He considers that if sugar-cane therapy is 
introduced sufficiently early it may help to obviate the 
need for more complicated treatment; further, that the 
value of sugar-cane gnawing lies mainly in its cleansing 
effect and its stimulating of the local tissues. If the gum 
lesion is associated with the deposit of hard calculus other 
treatment will almost certainly be required. 

D. Robertson-Ritchie 


615. Massive Tonsillar Lymphatic Adenitis 
J.D. Gray and J. Garson. Lancet [Lancet] 1, 406-408, 
March 13, 1948. 1 fig., 2 refs. 


A series of 21 cases of massive tonsillar lymphatic 
adenitis in children who showed minimal signs or no 
sign of tonsillar infection is described. There was little 
or no constitutional disturbance, and the neck swelled 
abruptly. In 9 cases the leucocyte count was normal; 
in 11 cases there was a leucocytosis and in 8 of these an 
absolute lymphocytosis. The erythrocyte sedimentation 
rate was raised in all cases. The reaction to the Paul— 
Bunnell test in the 4 cases in which it was performed was 
negative. The authors speculate on the relation of 
their cases to those diagnosed as of infectious lympho- 
cytosis. Geoffrey McComas 


616. Therapy of Throat Infections with Bismuth vs. 
Penicillin 

B. ScHusTeR. United States Naval Medical Bulletin 
[Nav. med. Bull., Wash.] 48, 61-65, Jan.—Feb., 1948. 11 
tefs. 


Acute throat infections in 70 patients, aged from 
6 weeks to 63 years, were treated by intramuscular injec- 
tion of bismuth subsalicylate, the doses being 0-13 g. 
in 1 ml. peanut oil for children under 12 and 0-26 g. for 
Older subjects. In a third of the cases a second injection 
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24 hours later was needed. Symptomatic relief was 
obtained in 6 to 8 hours, though physical signs did not 
return to normal for 3 to 4 days. A comparison was ~ 
then made with the effects of penicillin. In 12 cases of 

acute tonsillitis treated with bismuth the average stay 
in hospital was 3-5 days; in 30 treated with penicillin 
and/or sulphadiazine the average stay was 3-7 days. In 
acute pharyngitis 10 patients receiving bismuth alone 
stayed in hospital for an average of 3:2 days; 16 given 
penicillin alone were in hospital for an average of 
4-4 days. S. S. B. Gilder 


617. Esophageal Stricture following Agranulocytosis 
due to Sulfonamide Therapy. Report of a Case 

B. D. Bryan. New England Journal of Medicine [New 
Engl. J. Med.| 237, 941-942, Dec. 18, 1947. 2 figs. 


An unusual case of stenosis of the oesophagus follow- 
ing agranulocytosis is described. The narrowing was 
thought to be due to cicatricial contraction after acute 
ulceration, similar to the ulceration of the buccal mucosa. 
A woman aged 38 had been treated for a sore throat for- 
8 days with 8 g. of sulphadiazine daily, but became worse. 
There was a peritonsillar abscess, which was incised, 
and ulceration of the mouth which spread to the lips. 
The white cell count was 1,200 per c.mm., all the cells 
being lymphocytes. She was treated with penicillin, 
blood transfusions, and liver; after a period of high 
fever and delirium, recovery occurred rapidly, apart from 
dysphagia even for soft food. A fortnight later the pain 
had gone but slight difficulty in swallowing remained. 
The cause of this dysphagia was not appreciated at the 
time. Progressive difficulty in swallowing ensued and 
5 months later a barium “ swallow” showed a long 
funnel-like narrowing of the oesophagus from the level 
of the carina to the cardia. Oesophagoscopy revealed a 
normal oesophagus as far as the level of the carina, 
below which it was considerably narrowed and the mucosa 
was pale and lustreless. Dilatation with bougies caused 
only slight and temporary improvement; eventually 
transthoracic oesophagectomy was carried out with 
success. E. G. Sita-Lumsden 
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618. Studies of Nocturnal and 24-hour Gastric Secretion 
During the Injection of an Enterogastrone Concentrate in 
Man 


J. B. Kirsuner, E. Levin, and W. L. PALMER. Gastro- 
enterology [Gastroenterology] 10, 256-273, Feb., 1948. 
12 figs., 16 refs. 


In dogs injections of enterogastrone have been shown 
to cause a varying reduction of Pavlov pouch secretion 
stimulated by different means, including histamine and 
insulin. The purpose of the present paper is to examine 
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the results in man. A series of 14 patients suffering from 
peptic ulcers was analysed. Two groups of experiments 
were carried out. In the first the effect on the 12-hour 
nocturnal secretion was studied, in the second the effect 
on the 24-hour secretion. In an unpublished study by 
the same authors the spontaneous variations in nocturnal 
gastric secretion had been determined, and only values 
outside this range were regarded as significant. All 
injections were given intragluteally in divided doses, 
apart from 5 experiments in the first group in which a 
single injection was used. Aspiration was performed by 
continuous suction through a Levine tube. Specimens 
were removed hourly. The exact nature of the entero- 
gastrone used was not known, but samples had proved 
potent in dogs. 

The results in the present series were very variable. 
In 10 of the 21 experiments carried out on nocturnal 
secretion there was an appreciable reduction of hydro- 
chloric acid output. The concentration of the acid was 
affected more than the volume. The volume was actually 
increased in 2 experiments. In 2 experiments in which 
the secretion had been reduced after 12 hours a con- 
siderable increase in the acid secretion was observed 
after 24 hours. The dosage ranged from 600 to 
3,000 mg. Although there was no definite correla- 
tion between size of dose and effect, the impression 
was gained that with the larger doses the results were 
more constant and the values higher. A single dose 
appeared less effective than divided ones. In 9 experi- 
ments the effect on 24-hour secretion was studied. The 
amounts ranged from 1,000 to 3,000 mg. given in divided 
doses. Acid secretion was reduced in 6 cases, the con- 
centration again being more affected than the volume. 
In 1 patient, in whom acid was moderately suppressed, 
there was a considerable temporary rise during a 
psychiatric interview which took place during the experi- 
ment. The larger doses calculated per kilo body weight 
were 12 to 15 times those used in dogs. No definite 
cause for the variable results was found. R. Schneider 


619. Preliminary Observations on Histamine and 
Insulin Stimulated Gastric Secretion During the Injection 
of an Enterogastrone Concentrate in Man 

E. Levin, J. B. KirsNer, and W. L. PALMER. Gastro- 
enterology [Gastroenterology] 10, 274-280, Feb., 1948. 
3 figs., 6 refs. 


In a previous paper by the same authors injections of 
enterogastrone had been shown to produce some reduc- 
tion in secretion of gastric juice without stimulation. The 
authors have now studied the effect of ‘such injections 
after stimulation with histamine and insulin. Injections 
and aspirations were carried out by the methods described 
in Abstract 618. In 4 patients the effect of entero- 
gastrone on a standard histamine test (0-1 mg. per kilo) 
was studied. The dose of enterogastrone was 1,000 mg. 
in 3 cases and 3,000 mg. in 1 case. The histamine test 
was carried out one hour after the last injection. Only 
in 1 experiment was there a noteworthy reduction of 
secretion. In 4 experiments a fairly constant flow of 
gastric secretion was produced by giving histamine in 
4 divided doses at 15-minute intervals; this was un- 
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affected by single doses of enterogastrone ranging from 
400 to 2,000 mg. Only 5 experiments were carried oyt 
with insulin stimulation. Twenty units of insulin were 
injected intravenously. The dose of enterogastrone 
ranged from 1,000 to 3,000 mg. The smaller doses 
were completely ineffective. After 2,000 mg. there was 
a delay in the response, and after 3,000 mg. a complete 
suppression of gastric flow. The small number of cases 
does not allow any definite conclusion to be drawn, but 
the insulin experiments especially seem to warrant further 
study. R. Schneider 


620. Gastroscopic Observations in Pernicious Anemia 
L. L. Harpt, S. O. Schwartz, and F. STEIGMANN, 
Gastroenterology [Gastroenterology| 10, 108-117, 
1948. 22 refs. 


Gastroscopy was performed on 100 patients with 
pernicious anaemia and repeated on 47 at intervals 
ranging up to 3 years. At the first examination atrophy 
was found in 59 and a normal mucosa in 41. Ata 
second examination 4 out of 25 normal stomachs had 
become atrophic, and 9 out of 26 atrophic ones had 
become normal. The results are set out in tables [in 
such a way that efficient statistical tests of significance 
are impossible]; apparently there is no relation between 
atrophy and age, sex, colour, duration of disease, number 
of liver injections, or haemoglobin level. Only 5 out of 
the 100 patients had haemoglobin levels of under 60%. 

[The obvious criticism of observations of this kind is 
that there is no biopsy evidence that atrophy has been 
accurately estimated gastroscopically. It has been 
shown from animal experiments that mistakes are easily 
made.] Denys Jennings 


621. The Vascularization of the Ulcerated Stomach. 
(La vascularisation de l’estomac ulcereux) 

G. DE BUSSCHER. Gastroenterologia ([Gastroenterologia, 
Basel] 72, 154-200, 1947. 39 figs., 43 refs. 


This study is based on 200 specimens obtained by 
partial gastrectomy, but no further statistical details are 
given. The ulcers were of long standing; the results are 
not correlated with the clinical and x-ray findings. The 
stomachs were excised under spinal analgesia, one or 
more main arteries were injected with iodized oil under 
x-ray screening control, and films were taken at intervals. 
The cut edges of the specimens were carefully ligated 
to avoid any escape of the injected oil. Stress is laid on 
the importance of carrying out the injection in under 3 
hours from the time of operation. The injected fluid 
must not be too viscous or too fluid. If it is too fluid the 
finer subserous arterial plexuses are filled and clear-cut 
films are not obtained. If too long an interval is allowed 
to elapse before making the injection many of the 
arteries go into spasm. Filling is also incomplete if the 
oil is too viscous. Necropsy material is valueless, as 
digestion of the mucosa allows injected fluid to escape. 
Normal stomachs could obviously not be examined by 
the same technique, and the authors are compelled to 
rely for controls on the findings of other workers. 

No new results emerge. The arterial anastomoses are 
so rich that it is difficult to see how an ulcer could result 
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from local arterial disease. On the other hand, von 
Bergmann’s idea that contraction of the muscularis 
mucosae can produce functional isolation of the arterial 
twigs supplying a limited area of the mucosa is confirmed. 
Whether, in fact, this mechanism produces ulcers 
could not be decided on the present material, since there 
were no fresh ulcers. The connective tissue round the 
ulcer with its concomitant obliterating arteritis interrupts 
the normal anastomosing plexuses, but, to compensate 
for this, all the vessels of all the gastric layers contribute 
adense peri-ulcerous network. The blood supply of the 
antrum is normally less than that of the body, but it is 
increased in cases of ulcer as a result of the antral gastritis. 

[This is a careful paper with good illustrations, but it 
leaves the impression that there is still no adequate 
technique for examining the gastric. circulation.] 

Denys Jennings 


622. Pathophysiology of Peptic Ulcer. A Clinical 
Study of 115 Cases Treated with Ergotamine 

A. EpLEN. Acta Medica Scandinavica [Acta med. 
scand.| 129, Suppl. 202, 7-87, 1947. 16 figs., biblio- 
graphy. 


Much of this paper consists of a slightly tendentious 
review of the scattered and neglected pieces of research 
which implicate the sympathetico-adrenal apparatus in 
the causation of peptic ulcer. The remainder gives 
details of 115 peptic ulcer patients, 71 of whom were 
admitted to hospital for a few weeks, and all of whom 
were treated with 0-25 to 1 mg. of ergotamine twice 


daily. The diet appears to have been bland, and in some 


cases “ prominal’’ (phemitone) was also given. The 
patients were not followed up after discharge, and the 
argument in favour of the treatment is that with few 
exceptions the patients became symptom free immediately. 
There is also radiological evidence that the craters 
became smaller or vanished within 2 to 3 weeks. 

[The therapeutic experiment is unconvincing to British 
workers. The theoretical arguments deserve to be con- 
sidered with care, especially as at present the publicity 
given to psychosomatic experiments and to vagotomy is 
possibly over-emphasizing the part played by the 
parasympathetic system.] Denys Jennings 


623. Bleeding Peptic Ulcer 
C. Baker. Guy's Hospital Reports [Guy’s Hosp. Rep.] 
%, 1-56, 1947. 5 figs., 37 refs. 


624. Gastric Polyps 
J. B. Carey and L. Hay. Gastroenterology [Gastro- 
enterology| 10, 102-107, Jan., 1948. 4 figs. 


_ Gastric polyps were found in more than 80 patients 
i an unstated number of gastroscopies between 1936 
and 1947. Details of 71 of these cases are given. There 
were 37 women and 34 men and over half the patients 
were over the age of 60. Cancer was present in 3 out of 
28 cases of multiple polyps and in 2 out of 43 cases of 
Single polyp. Age and sex had no influence on the 
lumber of polyps. In the malignant cases the mucosa 
was atrophic and there was achlorhydria after histamine. 


In the benign cases there was achlorhydria after histamine 
in 46, achlorhydria at test-meal examination in 6, and 
free acid in 13. Radiology failed to show the lesion in 
37 benign cases and 1 malignant case. Through the 
gastroscope benign polyps either appeared as small 
flat-based domes like split-peas or had stalks. The 
surface was smooth and the colour uniform. Some had 
superficial erosions or haemorrhages. The malignant 
polyps had uneven irregular surfaces with gray or pearl- 
white mottling or streaks. The bases were broad and 
merged into the surrounding mucosa, which was usually 
thickened. All 5 were in the body of the stomach. 
Twenty patients were operated on; all 5 polyps thought 
to be malignant proved to be so by their subsequent 
course, although in 2 out of the 5 cases the original 
histological report failed to mention cancer. Four cases 
thought to be malignant by the radiologist and benign 
by the gastroscopist proved to be benign. Three 
operations were carried out because the polyps led to 
recurrent bleeding and anaemia. Pernicious anaemia 
was present in 6 out of the 71 cases. Denys Jennings 


625. Gastric Secretory Studies with a Mucin Antacid 
Mixture 

E. M. KAMMERLING and F. STEIGMANN. American 
Journal of Digestive Diseases [Amer. J. digest. Dis.] 14, 
381-384, Dec., 1947. 6 figs., 19 refs. 


A mixture of purified gastric mucin, aluminium hy- 
droxide, and magnesium trisilicate is claimed to have a 
greater and more prolonged effect as an antacid than the 
carbonates or aluminium hydroxide alone. [As the 
weight of the substances in the new mixture is not given 
the comparison as presented is not convincing.] In any 
case the antacid effect is exerted for rather less than 
30 minutes. The value of the mucin probably lies in its 
retarding the expulsion of the antacids from the stomach. 
Gastroscopic observation showed it to be present 45 
minutes after ingestion. - A. H. Douthwaite 


626. The Association of Achalasia of the Cardia 
Oesophageal Carcinoma 

P. Baer and K. Sicuer. British Journal of Radiology 
(Brit. J. Radiol.] 20, 528-532, Dec., 1947. 1 fig., 27 refs. 


Stasis of food and the inflammation which accompanies 
it might be expected to create conditions favourable for 
the development of a neoplasm of the oesophagus in 
cases of achalasia of the cardia. In describing 1 new case 
the authors refer to some 20 examples in the literature, 
8 of which they review in detail. The growths always 
occur in the mid-oesophagus, and, because of the 
dilatation there, may reach an enormous size and 
yet cause no obstruction. Detection by radiological 
examination or by oesophagoscopy may be difficult 
unless the gullet has been carefully prepared by lavage 
before the examination. The development of a neoplasm 
should be suspected if, in a patient with proved achalasia, 
after a symptom-free interval there is a recurrence of 
dysphagia with disproportionate loss in weight, blood- 
stained vomit, or retrosternal pain. 

Christopher Hardwick 
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627. Treatment of Peptic Ulcer with Casein Hydrolysate 
M. SmitTH and B. FRieEDENTHAL. Journal of the Medical 
Society of New Jersey [J. med. Soc. N.J.] 45, 17-20, Jan., 
1948. 1 fig., 8 refs. 


Casein hydrolysate is advocated in the treatment of 
peptic ulcer because of the high amino-acid content, for 
amino-acid mixtures have been found an effective buffer- 
ing agent in the stomach. It forms an easily digested and 
readily assimilated source of protein for the restoration 
of the negative nitrogen balance sometimes found in 
patients with ulcers and for the promotion of healing. 
Of 15 patients with peptic ulcer 14 were treated success- 
fully following “* hyperalimentation ” regime. Two g. 
of casein hydrolysate per Ib. (0-45 kg.) of body weight 
was mixed in water with an equal weight of carbo- 
hydrate (dextrimaltose) to supply a calorie intake of 
16 to 20 calories per lb. The mixture was made up 
fresh each day, kept chilled, and given in 8 feeds, with 
added vitamins and, if necessary, fruit juices to mask the 
taste. Rapid relief from pain is claimed after the 
first few feeds; the hydrolysed protein diet was given 
for 21 days or longer and was then gradually replaced 
by the usual bland diet. The taste was generally well 
tolerated, and most patients were able to continue at 
work during treatment. Five cases are described in some 
detail. Electrophoretic analysis of the plasma proteins 
was carried out in all cases, but the results in only one 
case are given. A 9% increase in the total circulating 
protein was achieved after feeding with hydrolysed 
casein, but since the values before treatment were within 
normal range it seems unlikely that the increase would be 
maintained after cessation of “* hyperalimentation ”’. 

E. G. Sita-Lumsden 
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628. The Chylomicron Count in Normal Subjects and 
Patients with Sprue 

L. P. R. FouRMAN. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.) 41, 537-544, Jan., 1948. 10 refs. . 


The author has taken the opportunity of contact with 
a series of patients with sprue to carry out investigations 
which are relevant to the nature of chylomicrons as well 
as to the functional pathology of the sprue syndrome. 
The difficulties involved in counting chylomicrons are 
discussed, but the general conclusion is that counts of 
the fatty particles in serum do give some indication of 
the amount of absorbed fat in the serum at the time of the 
count. The chylomicron count does not, however, bear 
a close relation either to total fat absorption or to any 
individual fraction, though of these it is most nearly 
related to the neutral fat fraction. In patients with sprue 
depressed chylomicron curves-were common, although 
the degree of depression was little related to the severity 
of the fat absorption defect as judged by results of 
fat-balance studies; moreover, treatment with liver 
improved the chylomicron count, without greatly affect- 
ing the steatorrhoea. The author’s deduction is that the 
proportion of absorbed fat which contributes to the 
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chylomicron count is small. On the other hand, Elkes, 
Frazer, and Stewart have shown that “ chylomicron fat” 
represents an appreciable portion of the serum fats duri 
fat absorption. To resolve this difficulty the author 
suggests that chylomicrons are removed from the blood 
more slowly than are other forms of absorbed fat. The 
general trend of results supports Frazer’s partition hypo. 
thesis of fat absorption; and they are consistent with 
Stannus’s suggestion that absorption of neutral fat ip 
sprue is less affected than is absorption of split fat. 

D. A. K. Black 


629. Anomalies of Intestinal Absorption of Fat. I] 
The Haematology of Idiopathic Steatorrhoea 
W. T. Cooke, A. C. Frazer, A. L. P. PEENgy, H. G, 
Sammons, and M. D. THompson. Quarterly Journal of 
Medicine (Quart. J. Med.] 27, 9-24, Jan., 1948. 2 figs., 
bibliography. 


The authors summarize their findings as follows: 
“In a series of 45 cases of idiopathic steatorrhoea 33 
patients had red cell counts above 2,500,000 per c.mm, 
and haemoglobin values above 50%. Ten had a leuco- 
penia and only 2 had a white cell count above 10,000 per 
c.mm. Mean cell volume varied from 67:8 to 135 cp 
and mean corpuscular haemoglobin concentration from 
19-2 to 34%. The mean cell diameter (Price-Jones 
method) in 21 patients varied from 7-1 to 9:25 ju (mean 
8-4). The diameter : thickness ratio was increased and 
greater than 4-2 : 1 in 15 of these cases. Resistance to 
hypotonic saline was increased. Examination of stained 
films of peripheral blood showed two groups—a small. 
group in which the morphological features resembled 
pernicious anaemia, but for the presence of target cells 
and a lesser degree of poikilocytosis, and a larger group 
which showed considerable variation in staining, marked 
anisocytosis, moderate poikilocytosis, and many target 
cells, the macrocytes on the whole being well stained and 
the smaller cells poorly stained. 

“* Sternal puncture in 17 cases showed 4 in which the 
erythropoiesis was dysplastic and indistinguishable from 
pernicious anaemia. The other 13 showed orthoplastic 
erythropoiesis with a mixture of iron-deficiency normo- 
blasts and large atypical normoblasts, the proportion 
varying from case to case. Bilirubinaemia of slight 
degree was noted in 8 patients. Faecal pigments were 
significantly increased in 5 out of the 11 cases examined. 
Free hydrochloric acid was present in the gastric contents 
of 31 out of 42 patients examined. The fasting serum 
cholesterol was less than 100 mg. per 100 ml. in 15 patients 
out of 34. Seven patients died, autopsies being per- 
formed on 4. Anaemia was not severe and did not 
appear to be a primary cause of death in any patient. 
The femoral bone-marrow showed hyperplasia in 3 cases 
and normal cellularity in the fourth. 

“It was not possible to demonstrate any consistent 
effect on the blood picture after treatment with liver 
preparations, iron, vitamins, and amino-acids. Sik 
patients attained normal red cell and haemoglobia 
levels, but in all evidence of steatorrhoea was still 
present. In 5, abnormalities such as macrocytosis, it 
creased mean corpuscular volume, decreased fragility, 
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and target cells were still present. The varied response 
to liver preparations in our series, the lack of response to 
purified liver extracts, even with megaloblasts in sternal 
marrow films, the presence of free hydrochloric acid in 
the gastric contents of the majority of patients, and the 
demonstration of intrinsic factor in the gastric juice of one 
of our patients provide strong evidence that the macro- 
cytic anaemias of steatorrhoea cannot be explained by 
the unitarian theory ascribed in general to macrocytic 
anaemias. 

“ The possibility that abnormalities of fat absorption 
may cause more rapid cell destruction, and the relation- 
ship of this underlying defect to the anaemia of idio- 
pathic steatorrhoea are discussed ”’. 

[The results of treatment in idiopathic steatorrhoea are 
often disappointing compared with those in tropical 
sprue, but the difference is less surprising in the light of 
the blood findings discussed in this paper. It is interest- 


.ing to have fresh confirmation that the pale faeces of 


steatorrhoea contain normal or increased amounts of 
bile pigments. The authors are inclined to attribute any 
increased pigment excretion to increased haemolysis 
rather than to a failure of absorption. They suggest 
that in idiopathic steatorrhoea a high proportion of fat 
may be absorbed into the portal circulation where as a 
result increased haemolysis may occur. There is, 
however, in pernicious anaemia an increased excretion 
of pigment without any abnormality of fat absorption.] 
L. P. R. Fourman 


630. Chronic Non-specific Ulcerative Colitis. A 
Roentgenologic Study of its Course 

W. E. Ricketts, J. B. KirsNer, and W. L. PALMER. 
Gastroenterology [Gastroenterology] 10, 1-15, Jan., 1948. 
3 figs., 3 refs. 


A series of 156 patients with chronic non-specific 
ulcerative colitis was studied radiologically. The colon 
appeared normal in 39%, despite clinical and procto- 
scopic evidence of disease. The entire colon was involved 
in 30%, and in 8% only the rectosigmoid. In 3% the 
rectosigmoid was spared and some other segment of the 
colon was involved. In 10% the ileum was affected 


-as well as the entire colon. Statistically significant 


figures are given to demonstrate two points of interest. 
The entire colon is more likely to be involved in cases in 
which the onset is sudden, and a radiologically normal 
‘colon is commoner in cases in which the onset is insidious. 
On the other hand, there is little or no relation between 
the extent of colon affected and the duration of the 
disease. This is further confirmed by an x-ray follow- 
up study of 46 patients for 2 to 16 years. Regardless 
of the original extent of the disease, no significant change 
was found in 30, progression in 11, and definite regression 
in5. Polyposis was found in 4 patients and cancer in 3, 
and there were 12 strictures in 10 patients. The detailed 
findings are given in tables. Denys Jennings 


631. Chemotherapy and Antibiotics in Chronic Ulcer- 
ative Colitis 

M. BLtock and H. M. Gastroenterology 
[Gastroenterology] 10, 46-58, Jan., 1948. 55 refs. 
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632. Chronic Hepatitis Treated with Methionine and 
Choline 

D. G. CAMERON and M. L. Newuouse. British Medical 
Journal (Brit. med. J.| 1, 253, Feb. 7, 1948. 3 refs. 


Six cases of chronic hepatitis were studied. The 
patients were given a high-protein diet containing 120 
to 150 g. protein daily. The dose of di-methionine was 
5 g. daily for the first 2 days, increasing on the third day. 
to 15 g. daily for 6 weeks. The methionine was then 
discontinued and choline-chloride in similar doses was 
given for 3 months. No clinical improvement was noted 
in any of the patients and there were no significant changes 
in the levels of total plasma protein, plasma albumin, or 
plasma globulin. Geoffrey McComas 


633. Condition of the Hepato-renal Enzyme Systems in — 


Experimental Cirrhosis. (Sobre el estado de los sistemas 
enzimaticos hepatorrenales en las cirrosis experimentales) 
C. JiméNez Diaz and J. GONZALEZ VILLASANTE. Revista 
Clinical Espaiiola [Rev. clin. esp.] 27, 333-335, Dec. 15, 
1947. 


The metabolism of the liver cell in experimental 
cirrhosis was studied. Using the Warburg apparatus the 
authors measured respiration, anaerobic glycolysis, and 
deamination in liver and kidney slices from normal rats, 
3 anaesthetized rats, and two groups of 8 cirrhotic rats. 
In the first of these fatty livers were induced by diet; 
the second had varying degrees of liver damage due to 
carbon tetrachloride. There were no significant differ- 
ences between the different groups of rats. The measure- 
ments were made at a time when ordinary tests of liver 


function would show impairment; hence, in cirrhosis’ 


the special function of the liver in the metabolism of the 
organism as a whole deteriorates before the intrinsic 
metabolism of the liver cell is affected. 

L. P. R. Fourman 


634. Treatment of Cirrhosis of the Liver with Testo- 
sterone Propionate 

B. D. ROsENAK, R. H. Moser, and B. KILGore. Gastro- 
enterology [Gastroenterology] 9, 695-704, Dec., 1947. 
30 refs. 


635. The Use of a High Fluid Intake and a Low-Sodium 
Acid-Ash Diet in the Management of Portal Cirrhosis with 
Ascites 

J. A. Layne and F. R. ScHEMM. Gastroenterology 
[Gastroenterology] 9, 705-717, Dec., 1947. 19 refs. 


636. Histologic Changes in the Livers of Patients with 
Cirrhosis Treated with Methionine 
A. J. Beams and E. T. Enpicotr. Gastroenterology 
[Gastroenterology] 9, 718-735, Dec., 1947. 5 figs., 
21 refs. é 

These three papers are concerned with possible 
improvements in the treatment of established cirrhosis of 
the liver. The main changes in recent years in the 
treatment of this disease, both in the United States and 
elsewhere, have been dietetic; most- physicians now 
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employ high-protein, high-carbohydrate, low-fat diets 
with vitamin B or yeast and often liver extracts. These 
three papers deal with supplements to the above type of 
standard diet. 

Beams and Endicott used a standard diet which in 
itself was estimated to contain 2 to 5 g. of methionine, 
and to this was added a supplement, generally of 4-5 
to 5 g. of dil-methionine orally, in 9 patients; 5 patients 
acted as controls. Methionine has already been well 
tried in the treatment of cirrhosis, but the special merit 
of this paper depends on the fact that the results were 
controlled by liver biopsy carried out before and, as a 
rule, 1 to 2 months after treatment began. Improve- 
ments in the histological picture were noted in practically 
all the patients, whether they received methionine as a 
supplement or not. The authors claim, however, that 
the added methionine had very positive effects, and their 
results, especially if confirmed, make out a good case for 
methionine in the treatment of established hepatic 
cirrhosis as well as in prophylaxis. 

Rosenak and his colleagues have noted the frequency 
of disturbances in the sex hormones in cirrhosis; in 8 
of their own series of 77 male patients testicular atrophy 
was found. They tried the effect of adding testosterone 
propionate [not proprionate as is printed throughout] to 
the standard type of diet in 12 patients. The results were 
inconclusive. 

Layne and Schemm, having previously been impressed 
with the good results of a high fluid intake with a low- 
sodium acid-ash diet in patients with cardiac failure and 
ascites (Ann. intern. Med., 1944, 21, 937), used the same 
treatment in 20 patients with hepatic cirrhosis and 
ascites. The standard diet was very little changed, but 
the fluid intake was increased to 3 to 5 litres daily, some 
fluid being often given as 5% dextrose intravenously. 
It is claimed that as a result the frequency with which 
the abdomen has to be tapped is much reduced, and that 
the mental symptoms common in cirrhosis are often 
astonishingly relieved. The hypothesis on which the 
high-fluid intake for the treatment of ascites is built 
receives brief comment, having been discussed elsewhere. 

J. W. McNee 


637. Needle Biopsy of the Liver. 
siderations 


C. W. Kumpe, E. A. GALL, L. ScuirF, W. E. MOLLE, 
S. A. Sarpi, and H. H. STEINBERG. Gastroenterology 
[Gastroenterology] 9, 672-681, Dec., 1947. 7 refs. 


I. General Con- 


An account is given of the results of needle biopsy 
performed 195 times in 170 patients, with the Vim- 
Silverman split needle. The technique is not uniformly 
successful—for example, 89 punctures were required to 
obtain 41 adequate biopsy samples. The main results 
may be briefly summarized. In 11 cases the biopsy 
material was inadequate. In 85 cases the biopsy diag- 
nosis was in keeping with the clinical and laboratory 
findings, and in 41 it was verified at operation or necropsy. 
In 24 cases the biopsy changed an incorrect clinical 
diagnosis to a correct one, and in 9 cases the biopsy 
material either failed to reveal the presence of the liver 
lesion or gave an incomplete picture of what was ulti- 
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mately found at operation or in the post-mortem room, 
The authors emphasize the need for careful selection of 
patients and the possible dangers of the method. Ip 
their series no serious mishap occurred. J. W. McNee 


PANCREAS 


638. Pancreatic Calculosis 

L. Martin and J. Diez CANnseco. Journal of the 
American Medical Association [J. Amer. med. Ass.] 135, 
1055-1060, Dec. 20, 1947. 1 fig. 


The authors studied 11 patients with calcified areas 
in the pancreas and the necropsy records in a further 
10 cases. The outstanding symptom is pain, either in 
the epigastrium or in the left upper abdomen. The pain 
may be constant or paroxysmal in character, and, when 
paroxysmal, may be accompanied by vomiting. Six of 
the 11 patients gave no history of pain. Only 3 of the 
21 had a palpable mass in the abdomen. Diabetes was 
found in 6 of the 11 patients whose pancreatic calculi 
were recognized clinically, but in only 1 out of the group 
in whom pancreatic calculosis was diagnosed solely as a 
result of necropsy. Eight of the 21 patients gave a history 
of chronic alcoholism and 1 of a parathyroid tumour with 
hypercalcaemia and calculi also in kidneys, prostate, and 
bladder. Histologically there was inflammatory reaction 
and extensive replacement of acinar cells by fibrotic 
tissue. In the 11 clinical cases the diagnosis was made by 
laparotomy in 3 instances and by radiological examina- 
tion in the remaining 8. The treatment of choice is 
surgical, the operative procedures advocated being: 
(1) ligation of the pancreatic ducts; (2) subtotal 
pancreatectomy; (3) combined bilateral dorsal sym- 
pathectomy, splanchnicectomy, and vagotomy; (4) pan- 
createctomy. Medical treatment is merely palliative. 

Geoffrey McComas 


639. Chronic Recurrent Pancreatitis. 
of Twenty Cases 

S. N. Maimon, J. B. KirsNer, and W. L. PALMER. 
Archives of Internal Medicine [Arch. intern. Med.) 81, 
56-72, Jan., 1948. 17 refs. 


Chronic pancreatitis may show itself by recurrent 
bouts of severe upper abdominal pain associated with 
very indefinite and irregular physical findings. In a group, 
of 20 cases the pain was similar to biliary colic, but 
jaundice was unusual. Steatorrhoea and mild diabetic 
states were encountered in half the series. Tests for 
serum amylase were inconclusive. Pancreatic calcifica- 
tions were discovered occasionally. The possibility of 
chronic pancreatitis must always be kept in mind in those 
cases in which the ‘patient continues to have attacks of 
pain mimicking biliary colic even when cholecystectomy 
has been performed. Indeed, half the patients in the 
present small series had had previous surgical operations 
on the biliary tract without any relief. Sixteen patients 
were given the advantage of further surgical treatment. 
Various reconstructive operations were carried out, with 
relief in 7 cases, improvement in 3, and no change in 3; 
3 patients died. G. F. Walker 


A Clinical Study 


Hyp 
T. § 
Pet! 
Mec 
194% 
T 
witl 
iodi 
pha 
troy 
was 
to 
this 
thic 
per 
con 
The 
ap 
acti 
gre 
thy 
thy 
641 
Do 
D. 
: of 
Ro 
13 
die 
60 
tiv 
bo 
st 
We 
we 
de 
as 
an 
th 
of 
M 
A 
fo 
Ta 
to 
is 
re 
th 


<A 


Endocrine Disorders 


THYROID GLAND 


640. Results of Prolonged Medical Treatment of 
Hyperthyroidism with Thiourea 

T. S. DANowsk1, E. B. Man, J. R. ELKINTON, J. P. 
Perers, and A. W. WINKLER. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 123-129, Feb., 
1948. 16 refs. j 


The results are given of the treatment of 118 patients 
with hyperthyroidism by administration of thiourea and 
iodine. The iodine is given because it induces a resting 
phase in the thyroid gland and because it blocks thyro- 
trophic hormone production. The dose of thiourea 
was 75 to 210 mg. daily. The metabolic rate did not fall 
to normal in approximately one-fifth of the patients; 
this is ascribed by the authors to inadequate dosage of 
thiourea. Eighty-nine of the patients were studied for 
periods of from 6 months to 2 years; thyroid activity was 
controlled, with a very small incidence of toxic reactions. 
The authors also state that the serum iodine values afford 
a particularly sensitive index to the diagnosis of thyroid 
activity. A concentration of precipitable serum iodine 
greater than 8 yg. per 100 ml. is indicative of hyper- 
thyroidism and less than 4 yg. per 100 ml. of hypo- 
thyroidism. Alan Kekwick 


641. Partial Destruction of Rat Thyroid by Large 

Doses of Radio-iodine 

D. FinpLay and C. P. LeBLOND. American Journal 

of Roentgenology and Radium Therapy [Amer. J. 

59, 387-395, March, 1948. 14 figs., 
refs. 


Two adult female albino rats, kept on a low iodine 
diet for ten weeks, were given single doses of 78-5 and 
60-8 microcuries of carrier-free radio-iodine I'*! respec- 
tively. Thyroid function was estimated by basal meta- 
bolic rate and heart rate determination. After six days 
the animals were sacrificed and the thyroid histology 
Studied by means of stained sections and autographs. It 
was calculated that about 20,000 equivalent roentgens 
were received by the thyroid glands of the animals. Such 
doses of radio-iodine impair the function of the thyroid, 
as suggested by some decrease in oxygen consumption 
and heart rate of animals. The histological study of the 
thyroid glands of these animals shows destructive lesions 
of the follicles especially in the central areas of the gland. 
Many peripheral follicles retain a normal appearance. 
Autographic studies show that only the normal looking 
follicles with smooth colloid have the ability to retain 
radio-iodine. Although the thyroid gland is resistant 
to the action of radiations, it can be destroyed by the 
isotope [1% of iodine. The damage is favoured by the 
retention of radio-iodine inside the thyroid follicles until 
they are markedly damaged.—[Authors’ summary.] 


642. Thiouracil and Propylthiouracil in the Pre- 
surgical and Medical Management of Thyrotoxicosis 

R. C. Graver, H. DE WALT, and C. W. W. ELKIN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 215, 63-75, Jan., 1948. 5 figs., 17 refs. 


This is a survey of the use of thiouracil and propyl- 
thiouracil in 100 cases of thyrotoxicosis. Full reliance * 
was placed upon serial tests of basal metabolism and also 
upon the galactose test of thyroid function, which is fully 
described. Observations upon serum cholesterol proved 
to be valueless, or nearly so. Propylthiouracil is 
decidedly superior to thiouracil, being efficacious and 
much less toxic. It can be used in patients who are 
intolerant of thiouracil. It is a valuable pre-operative 
antithyroid agent for patients with toxic nodular goitres 
and others for whom surgery is still clearly the method 
of choice; in certain cases of mild diffuse toxic goitres 
without exophthalmos it may bring about, at least, a 
lengthy remission of thyrotoxicosis. The optimum 
dose of propylthiouracil in an average case is 50 mg. 
4 times daily, gradually’ reduced. The only toxic 
effect seen in the present series of 37 patients so treated 
was an occasional transient urticaria. Folic acid, liver, 
and pyridoxine were ineffective in the 4 cases of 
agranulocytosis following thiouracil in this series, but 
penicillin promoted natural remission. G. F. Walker 


643. Nucleic Acids and Cytological Changes in the 
Thyroid Gland after Thiouracil. [In English] 

J. RekAspeK and E. ReApex. Acta Physiologica 
Scandinavica [Acta physiol. scand.] 14, 276-290, 1947. 
6 figs., 31 refs. 


At the Institute for Research in Organic Chemistry 
and the Vitamin Institute, Stockholm, albino rats were 
given daily oral doses of 50 mg. of 4-methylthiouracil 
for periods varying up to 10 days. The thyroid glands 
were examined histologically and the ribonucleic acid 
content and the desoxyribonucleic acid content were 
determined by modifications of the methods of von 
Euler and Hahn (Svensk kem. Tidskr., 1945, 57, 169) 
and Dische (Z. Mikrochem., 1930, 8, 4) respectively. 
The follicular cells were not physiologically inactive and 
appeared to secrete a different substance from that 
produced normally. Because of inhibition of karyo- 
kinesis at the metaphase, the percentage of cells in 
mitosis rose from an initial value of 0-04 to a maximum 
of 0-5 after 4 doses, and then fell to 0-14 after 10 doses. 
The ribonucleic and desoxyribonucleic acid contents fell 
from 9-21 and 8-34 mg. per g. of gland initially to 5-38 
and 4-24 mg. respectively after 10 doses. The size of 
the cells and of the nuclei increased threefold after 3 doses 
but fell slightly after 10 doses. It is believed that the 
inhibitory action of thiouracil on thyroid secretion is 
due to reduction of the nucleotides in the follicular cell. 

J. E. Page 
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644. Anatomical and Clinical Study of Spontaneous 
Parathyroid Tetany in Adults. (Etude anatomo-clinique 
des tétanies parathyréidiennes spontanées de l’adulte) 
M. Levrat and R. Bretre. Annales d’Endocrinologie 
[Ann. Endocrinol., Paris] 8, 117-137, 1947. 66 refs. 


Spontaneous parathyroid tetany (S.P.T.) has often 
been described in children, but only rarely in adults. 
Six case histories from the literature are given with the 
report of a case seen by the authors. 

A woman of 56 was treated by the authors for heart 
failure due to hypertension. She improved temporarily 
and remained under observation until her death 8 months 
later. On readmission, 4 months after her first admis- 
sion, she had an attack of S.P.T. which responded fairly 
well to calcium and to parathyroid extract, and best to 
combined calcium and vitamin-D treatment. There 
was a history of such attacks during the previous 2 years. 
Radiologically, cervical calcifications the size of a bean 
and which moved on swallowing were found in the 
lateral thyroid regions. Necropsy showed the calcifica- 
tions to be at the site of the parathyroids. The heart was 
large, with signs of coronary atheroma and syphilitic 
aortitis. Histologically, the parathyroids showed marked 
central sclerosis with calcium deposits and perivascular 
haemorrhage. At the periphery, parathyroid tissue was 
seen to be divided and encircled by fibrous tissue, as in 
cirrhosis of the liver. These changes were perhaps due 
to a syphilitic infection. In 6 cases taken from the 
literature, S.P.T. was caused by syphilis, parathyroid 
haemorrhage (2), tuberculosis of the parathyroids (2), 
and amyloidosis. 

The authors discuss the difficulties of recognizing and 
isolating the parathyroids at necropsy or operation. 
A thyroid nodule may be mistaken for parathyroid tissue 
and vice versa. The lesions found include: (1) Haemor- 
rhage, which may be sudden (apoplexy of the parathyroid) 
or slow with pigment and cyst formation. The latter is 
due to strain, cough, infections (especially syphilis), and 
poisons. (2) Tuberculosis, which is much rarer than 
haemorrhage, particularly: in adults. (3) Amyloid de- 
generation, nearly always associated with generalized 
amyloidosis. (4) Syphilis, which is difficult to diagnose 
histologically because of the considerable structural 
alteration of the glandular tissue, the fibrotic changes, 
and the haemorrhagic patches. (5) Vascular changes, 
particularly in association with syphilis. Specially 
‘stressed is a hitherto unpublished feature, the intra- 
glandular calcifications, which may be of great diagnostic 
value. They do not seem to occur in children. The 
clinical signs depend on the pathological cause. Where 
syphilis is associated, evolution of S.P.T. is slow. In 
cases of tuberculosis S.P.T. occurs in the terminal stage, 
although the histological findings may be widely different. 
The study of the cases described explains why extensive 
parathyroid lesions may exist without clinical manifesta- 
tion, provided a minimum of functioning tissue remains. 
The amount of this minimum varies in every case. The 
literature of S.P.T. in children and adults is discussed. 

: V. C. Medvei 
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645. Results of Administration of Anterior Pituitary 
Adrenocorticotropic Hormone to a Normal Human 
Subject 

H. L. Mason, M. H. Power, E. H. RyNEARSON, L. C, 
CIARAMELLI, C. H. Li, and H. M. Evans. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.) 8, 1-14, 
Jan., 1948. 2 figs., 54 refs. . 


A normal woman of 32 years was given pituitary 
adrenocorticotrophic hormone in increasing doses, the 
largest of which was 100 mg. daily. The hormone was 
administered in 5 equal doses for 11 days. The daily 
excretion of 17-ketosteroids increased from 4-84 to 15-5 
mg. and that of the cortin-like substances from 0-18 to 
1-44mg. The amount of androsterone and etiocholano- 
lone in the urine increased; the amount of pregnanediol 
remained unchanged while that of cholesterol decreased; 
the free cholesterol of the plasma was also decreased. 
Sodium, potassium, chloride, and phosphorus levels in the 
plasma were undisturbed, and the level of carbon dioxide 
was slightly raised. The blood-protein levels remained 
unchanged. The patient became pale and listless and 
developed a mild pitting oedema, which rapidly dis- 
appeared when the hormone was discontinued. Haemo- 
globin concentration fell from 11-5 to 8-5 g.; erythrocyte 
and leucocyte counts remained unaffected. Some 
resistance to insulin is said to have developed, but the 


difference in the depression of the blood glucose by 


insulin before and during the administration of the 
hormone was only 12 mg. per 100 ml. H. Herxheimer 


P. H. ForsHam, G. W. THorn, F. T. G. PRUNTy, and 
A. G. Hitts. Journal of Clinical Endocrinology {J. clin. 
Endocrinol.] 8, 15-66, Jan., 1948. 21 figs., 78 refs. 


Pituitary adrenocorticotrophin, 25 mg., was given as a 
single dose to over 100 normal individuals and patients. 
The maximum effect was observed after 4 hours. The 
most pronounced change was a fall in the number of 
eosinophils in the normal subjects (167 to 40 per c.mm.) 
and in patients without Addison’s disease (181 to 57 per 
c.mm.); this did not occur in 30 patients with Addison’s 
disease (247 to 235 per c.mm.). The lymphocyte count 
also decreased, but not to the same degree, and there 
was a slight increase in the number of the neutrophil 
cells. The lymphocyte response was absent in the 
Addisonian cases, but the increase in the number of 
neutrophils was present. The eosinophil and lympho- 
cyte response in those with Addison’s disease, although 
absent after adrenocorticotrophin, could be elicited with 
17-hydroxycorticosterone (20 mg.), but not with desoxy- 
corticosterone and dehydrocorticosterone hemisuccinate. 
The excretion of sodium, chloride, potassium, and uric 
acid increased after administration of adrenocortico- 
trophin, but that of creatinine remained constant or 
decreased. The quotient uric acid/creatinine increased 
in subjects with intact adrenals by 87% and in patients 
with Addison’s disease by 16%. In these an increase of 
48% could be achieved by giving 17-hydroxycortico- 
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sterone. The very striking difference in the eosinophil 
response is regarded as a reliable clinical test for the 
adrenal-cortical reserve of 11-17-oxysteroids in Addison’s 
disease. 
Three subjects received adrenocorticotrophin over a 
period of from 4 to 6 days. The 17-ketosteroid excretion 
was increased, and some evidence for an increase of 
11-17-oxysteroid excretion was found. There was a 
striking retention of sodium and chloride with a corre- 
sponding increase in excretion of these substances on 
withdrawal of the hormone. One patient with Addison’s 
disease who received identical amounts of the hormone 
failed to show these responses. H. Herxheimer 
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647. Effect of Stilboestrol and of Testosterone on the 
Ascent and Descent of the Testis in Rats. (Effets du stil- 
boestrol et de la testostérone sur l’ascension et la descente 
du testicule chez les rats) 

J. C. Mussio Fournier, J. C. EsTEFAN, O. Grosso, and 
A. Annales d’Endocrinologie [Ann. Endo- 
crinol., Paris] 8, 109-113, 1947. 3 figs. 


The following experiments were carried out. 
(1) Eleven immature male rats of 35 g. weight were given 
0-25 mg. of stiJboestrol three times a week for 6 weeks. 
The testicles did not descend and necropsy revealed 
atrophy of the gonads and of the adnexae. In the 
controls descent was normal. (2) Twenty-two young 
adult male rats of 120 g. weight were given 1 mg. of 
stilboestrol three times a week for 4 weeks. The 
testicles ascended, the scrotum atrophied, the scrotal 
hair fell out, and the scrotal region became moist with 
urine. This was due to the diminished capacity of the 
bladder under oestrogen treatment. Ten animals were 
killed. Necropsy showed that the atrophic testicles 
were in the abdomen, the length of the vas deferens being 
reduced. The seminal vesicles and the prostate were 
atrophied; the adrenal and pituitary glands showed 


_ hypertrophy [which part?]. Histologically, the testicles 


showed degeneration of the seminiferous canals. At the 
time of killing the 10 animals, 6 of the remainder began 
to receive a daily dose of 1 mg. of testosterone pro- 
pionate for 20 days, while the other 6 were left untreated. 
Those treated with testosterone showed a rapid regression 
of the lesions produced with stilboestrol and a re-descent 


_of the testicles. Histologically, spermatogenesis became 


almost normal again. The animals not treated with 
testosterone looked very much like those killed earlier. 
(3) Twenty-one animals treated with 0-25 mg. of stil- 
boestrol daily for 2 months showed the same changes as 
in the previous experiment. Seven of them then 
received 1 mg. of testosterone daily for 20 days. The 
testicles began to re-descend after 1 week; descent was 
complete after 3 weeks. In the 14 animals not given 
testosterone there was no re-descent although the 
testicles could be brought down by manipulation. 
(4) In 9 animals the left vas deferens was removed. 
The animals were then treated in the same manner as 
the previous group. The testicular changes resembled 
those in animals with intact vasa deferentia. This 


permits exclusion of the influence of variations in length 
undergone by the vas deferens on the ascent or descent 
of the testicle. V. C. Medvei 


648. The Quantitative Determination of Small Amounts 
of Pregnanediol in Human Urine ‘ 

I. F. SOMMERVILLE, N. GouGH, and G. F. MARRIAN. 
Journal of Endocrinology {J. Endocrinol.] 5, 247-257, Jan., 
1948. 16 refs. 


PINEAL BODY 


649. Study of the Function of the Pineal Body with the 
Aid of Radioactive Phosphorus. (Undersékningar 6ver 
corpus pineales funktion med hjalp av radioaktiv fosfor) 
U. BoreLt. Nordisk Medicin [Nord. Med.] 36, 2137- 
2141, Oct. 24, 1947. 3 figs., 38 refs. 


During a routine inquiry into the phosphate meta- 

bolism of different parts of the brain the author found the 
pineal to be extremely active. He used Hevesy’s tech- 
nique of injecting rats with P** as free phosphorus 
(0-02 millicuries of P** in 5% glucose intraperitoneally) 
and decapitated them 40 minutes later, when radio- 
activity as measured by a Geiger-Miiller counter was 
found to be maximal. The total phosphate was esti- 
mated by ordinary colorimetric methods and the specific 
activity of phosphate metabolism of any tissue was then 
expressed in impulses per yg. of phosphorus. As the 
specific activity of the cerebellum was small and statistic- 
ally constant enough, its activity in any animal was 
taken as the unit and the metabolism of other tissues in 
the same animal expressed as a relative specific activity 
(R.S.A.). 
’ The R.S.A. of the pineal was higher than that of any 
other part of the rat’s brain and was not less than that 
of the pituitary in any of the species tried (pig, cat, rabbit, 
guinea-pig). The R.S.A. of most parts of the rat brain 
is 0-7 to 2:7, of anterior and posterior pituitary 8, of 
choroid plexus 11, of pineal 26, and of blood 40. The 
high figure for the pineal is not due to a high blood 
content. The partition of P** among the different 
phosphate fractions in the pineal suggests that easily 
hydrolysed phosphorylated carbohydrates are formed 
rapidly and nucleic acids and phospholipids more slowly. 
As there is no agreement on the function of the pineal 
except that it has something to do with sexual develop- 
ment, the author investigated the R.S.A. at different ages. 
It rises from birth to puberty, remains steady during the 
reproductive period, and subsequently rises again; no 
sex difference was noted. Pituitary phosphate meta- 
bolism changes similarly. Pinealectomy produced some 
increase in the R.S.A. of the brain locally [? due to 
damage] and of the pituitary in both sexes, though more 
in the females. There were great changes in the R.S.A. 
of the gonads, that of the testis increasing and those of 
the prostate, ovary, and uterus falling. Castration 
produced a rise in the R.S.A. of the pituitary and a 
greater rise in the R.S.A. of the pineal, especially in 
females. These experiments suggest that the pineal has 
a very active phosphate metabolism and that there is 
some interplay between pineal and gonads, particularly 
in the female. A. M. M. Wilson 
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650. Contribution to the Study of Creeping Disease. 
(Contribution 4 la connaissance de la creeping disease 
(Larva migrans)) 

J. H. Ritie. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 19-22, Jan., 1948. 
2 figs. 


The author discusses the disease caused by larvae of 
the family Gastrophilus as it occurs in man and in the 
horse. It was hitherto believed that the larvae, which 
in the horse pass part of their life in the stomach, reached 
their destination by being licked off the skin and swal- 
lowed. It is now known that the larvae, hatched from 
eggs deposited in the skin of the horse, make their way 
under the skin to the mouth and thence under the mucosa 
to the stomach. The tracks on the horse’s head leading 
to the mouth are similar to the lesions in man, and the 
condition is known as dermatitis aestivalis buccae 
(“‘ summer ray eczema ”’). James Marshall 


651. Tissue Changes of the Skin During Life. (Die 
Gewebsveranderungen der Haut im Verlaufe des Lebens) 
H. Strosétt. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 186, 636-668, Jan. 3, 1948. 
20 figs., 60 refs. 


The skin of 240 persons of varying ages was histo- 
logically examined for tissue changes. In contrast to 
other studies, only skin from covered areas was taken, 
external influences being thus excluded as much as pos- 
sible. The epidermis showed only atrophic changes, 
which started in middle age and were progressive from 
then on. Degenerative changes were not seen. In the 
dermis the main changes were atrophy, rarefaction, and 
parallel arrangement of the collagen fibres. These 
changes began in the middle thirties, and were also pro- 
gressive. In addition, a high degree of degeneration 
of the collagen to collacin was observed. The elastic 
elements showed no changes, except those of over- 
stretching in later life. 

[This careful work would have been even more valuable 
had the skin biopsies not been taken from necropsy 
material.] G. W. Csonka 


652. Experimental Studies on Epidermal Sensitization. 
(Experimentelle Studien tiber den Vorgang der epi- 
dermalen Sensibilisierung) 

K. W. Karkorr. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 186, 493-511, Jan. 3, 1948. 
3 figs., 26 refs. 


The author investigated the spread of eczema due to 
sensitization. Guinea-pigs were used for these experi- 
ments. In some animals islands of skin were fashioned 
by deep incision; in others the skin was severed by one 
or two complete circular incisions, thus separating the 


animal’s skin into two or three independent parts. Sensi- 
tization was carried out by repeated painting with 
1,2,4-dinitrochlorobenzene, p-phenylenediamine or am- 
monium persulphate. The spread of the resulting 
eczema was in no case halted by the complete division 
of the skin. It follows that the spread of sensitization 
cannot be entirely intraepidermal. The author is unable 
to account for the difference of his findings from those of 
other workers, but suggests that if the skin-islands are 
too small or are damaged during their preparation they 
may become unresponsive. G. W. Csonka 


653. ‘* Symptomatic’’ Erythema Nodosum after 
Sulphathiazole. (Uber das Erythema nodosum, vor 
allem: iiber die sog. ‘“* symptomatischen Formen bei 
Geschlechtskrankheiten und nach Sulfathiazol) 

A. GREITHER. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 186, 525-552, Jan. 3, 1948. 
6 figs., bibliography. 


Six cases of erythema nodosum, 5 of which followed 
the administration of sulphathiazole, are described. 
The primary disease in these cases was gonorrhoea in 4, 
secondary syphilis and soft sores in 1, and non-specific 
genital infection in 1. It is thought that there was no 
connexion between the primary disease and the appear- 
ance of erythema nodosum. It is argued that erythema 
nodosum in patients with tuberculosis, rheumatic fever, 
or venereal diseases cannot be differentiated on clinical 
or histological grounds from the so-called idiopathic 
type, and that the connexion with a primary disease is 
largely unproven. The erythema nodosum following the 
administration of sulphathiazole could always be repro- 
duced by repeating the administration. The author does 
not favour a purely allergic explanation in these cases, 
since skin tests with the drug were negative, there was 
no eosinophilia, sections did not show the vascular 
changes found in allergy, and the similarity to Aschoff’s 
nodules was thought to be superficial. The fact that on 
repeating administration of sulphathiazole the eruption 
was always reproduced suggests a specific toxic drug 
action. Whether infection, activated by drug or 
primary disease, plays a part is unknown. 

G. W. Csonka 


654. Studies with New Fungistatic Agents. I. For 
the Treatment of Superficial Mycoses 

A. M. KLIGMAN and W. RosensweiG. Journal of 
Investigative Dermatology [J. invest. Derm.] 10, 59-68, 
Feb., 1948. 15 refs. 


This paper is an account of the investigation of the 
fungistatic activity in vitro of 23 quinone and dithio- 
carbamate derivatives. The method is a modification 
of the paper-disk technique used for the testing of anti- 
biotics, and consists of suspending spores or other cells 
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in an agar medium and of measuring the zone of inhibi- 
tion obtained after impregnated paper disks are placed 
on the surface of the medium. In addition, the effect 
of the presence of whole blood on the fungistatic activity 
was assessed and the toxicity of the substance to intra- 
peritoneal injections in mice was expressed as the medium 
lethal dose. The effect on the conjunctivae of rabbits 
and on human skin by patch-testing was also investigated 
and the stability in an ointment base was found. Of the 
substances studied the following were selected as the 
most promising for clinical trial in the treatment of the 
superficial mycoses, to be used in 2°5% concentration or 
possibly less: disodium ethylene bisdithiocarbamate; 
calcium dimethyldithiocarbamate; ferric dimethyldi- 
thiocarbamate; and phenanthraquinone-9,10. All can 
be made up into ointments or powders; the great dis- 
advantage of the quinone derivatives is that their activity 
is greatly reduced in the presence of blood. 
H. R. Vickers 


655. Contribution to the Study of Genital Warts. 
(Contribution a l’étude des végétations vénériennes) 

J. RupLorr. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 23-35, Jan., 1948. 
54 refs. 


A useful summary is given of work on the aetiology of 
genital warts. The author concludes that common 
hard warts and genital warts are caused by the same 
virus, the type of lesion depending on the soil in which it 
is implanted. [There is a full bibliography.] 

James Marshall 


656. Vitamin A in Darier’s Disease 

Z. A. LeITNER and T. Moore. British Journal of Derma- 
tology and Syphilis (Brit. J. Derm. Syph.] 60, 41-50, Feb., 
1948. 2 figs., 21 refs. 


Six patients with Darier’s disease were studied. The 
initial vitamin-A levels in blood were 7, 20, 28, 78, 86, 
and 99 international units per 100 ml. (average normal, 
120 iu.). There was no constant relation between 
carotene and vitamin-A levels in blood nor between 
blood carotene levels and clinical manifestations. Many 
of the patients’ relatives were examined, but no skin 
lesions and no abnormality of the vitamin-A or carotene 
levels were found. Treatment was with vitamin A, 
96,000 to 240,000 units daily by mouth, and grenz rays. 
The rise in vitamin-A level in the blood was rapid in all 
except one during a relapse. High vitamin-A level did 
not always have a lasting effect on the clinical condition. 
In one patient whose condition improved greatly at 
times, the skin lesions were pronounced when the 
vitamin-A level was at its highest. In one patient with 
a long history of recurrences of the disease the skin 
cleared completely with the treatment and remained clear 
for 9 months after it was stopped. His condition then 
relapsed, and despite treatment there was no improve- 
ment and the vitamin-A level in blood failed to rise. 
This suggests that there was interference with absorption 
of the vitamin. In judging results of treatment the 
Occurrence of spontaneous remissions must be remem- 
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bered. The hippuric-acid test showed impairment of 
liver function in 4 out of 5 patients on whom it was 
performed. The remaining patient showed impairment 
in a galactose-tolerance test. One patient had a high 
dark-adaptation threshold which became normal after 
treatment. The grenz rays caused temporary local 
improvement in all cases. Treatment with vitamin A 
led to cure lasting for more than 20 months in one 
patient. Similar treatment gave rise to considerable 
improvement without cure in 3 others. Two patients 
with consistently high vitamin-A levels in blood failed 
to respond to treatment. It is suggested that Darier’s 
disease is not due to a simple avitaminosis but that 
vitamin A is connected with it, probably in association 
with impaired liver function, which might interfere with 
utilization of this vitamin. E. Lipman Cohen 


657. Plantar Warts. A Plea for Rational Treatment 
C. R. MCLAUGHLIN. Lancet [Lancet] 1, 168-169, Jan. 
31, 1948. 2 figs., 5 refs. 


The author states that many plantar warts are insensi- 
tive to safe doses of x rays, and emphasizes that there 
are dangers in the injudicious use of this method of 
treatment. He recommends combined curettage and 
cauterization as a safe and efficient alternative. The 
technique which he advocates is as follows. Under 
local analgesia the surface of the wart is pared until the 
papillae of the lesion are clearly seen. The growth is 
then removed with a Volkmann spoon, which should 
be the exact size of the wart. The hyperkeratotic collar 
at the neck of the cavity is trimmed with scissors so that- 
the hole becomes the shape of a saucer. The base is 
scraped smooth and repeatedly touched lightly with a 
diathermy needle or an electric cautery; it must not be 
“* fried ’’ indiscriminately. This measure controls bleed- 
ing and, he believes, prevents recurrence. A small wick 
of gauze is inserted, and the area is dressed with gauze 
and elastic adhesive bandage. The wick should be 
removed in 48 hours; healing is complete in 7 to 10 days. 
An illustrative case record is given. 

R. M. B. MacKenna 


658. Studies on the Pathogenesis of Morphea, Vitiligo 
and Acrodermatitis Atrophicans by Means of Trans- 
plantation Experiments. [In English] 

H. HAxTHAUSEN. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 27, 352-368, 1947. 5 figs. 


In a very interesting paper the author gives an account 
of transplantation experiments in vitiligo, morphoea, 
and acrodermatitis atrophicans. A piece of skin was 
transplanted to normal skin and vice versa by Thiersch 
grafts under local analgesia. Though no positive proof 
could be obtained, it is thought that no “ substitution ” 
of the grafts by cells from their new surrounding took 
place. In 5 cases of morphoea the normal skin graft, 
transplanted into the centre of a sclerodermic area, was 
uniformly transformed into sclerodermal skin. The 
sclerodermic skin transplanted into a healthy area 
gradually lost its sclerodermic character. These changes . 
took several months. In vitiligo (4 cases) the changes 
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are not yet.complete, but the transplantation results are 
similar to those in morphoea. In contrast, in a case of 
congenital hyperpigmentation (lentigo), the grafts 
remained unchanged even after a year. Acrodermatitis 
atrophicans (4 cases) again showed transformation of 
the pathological graft into normal skin and of the normal 
skin graft into atrophic tissue. This latter change 
appeared to proceed more rapidly, without any 
infiltrative stage. 

In many cases the transformation of normal into 
pathological skin proceeded more rapidly than did the 
reverse process. In no instance did the transformation 
begin from the margin of the grafts but took place 
uniformly throughout. It is argued that the abnormal 
changes in these three diseases are not due to purely 
local factors, for in this case one would expect the patho- 
logical transplant to preserve its character (as it did in 
the case of lentigo) or even to extend into the 
surroundings. Also, if the factors were only local, one 
would expect the normal graft to be transformed from 
the margins. If endocrine factors were involved, -the 
pathological graft would be expected to preserve its 
character—in a case of “ local myxoedema ”’ of the leg 
in a patient with exophthalmic goitre the normal graft 
was rapidly transformed into pathological tissue and the 
pathological graft maintained its character. The most 
probable explanation of these three circumscribed 
diseases appears to lie in changes in the innervation— 
that is, “ trophic”’ changes brought about through the 
vegetative nervous system. It is thought that the 
transplantation method might be employed with ad- 
vantage in the study of skin diseases other than those 
mentioned. G. W. Csonka 


659. Mycosis Fungoides (Granuloma Fungoides), Tumor 
Stage, Responding Rapidly to Antimony Preparations. 
Preliminary Report 

J. Gars. Journal of Investigative Dermatology [J. 
invest. Derm.] 10, 43-49, Feb., 1948. 6 figs., 1 ref. 


A white woman aged 49 was first seen in January, 
1940, when generalized lesions had been present for 
2 years. In February, 1945, the diagnosis of mycosis 
fungoides was definitely established, both clinically and 
histologically. Temporary regression followed x-ray 
therapy but the general condition progressively deterio- 
rated, and on April 28, 1947, treatment with tartar emetic 
was begun. Ten intravenous injections, each of 5 ml., 
of a 1% solution of tartar emetic were given 3 times 
weekly, and on May 19 there was spectacular improve- 
ment. On June 4 “ stibanose ”’—a quinquivalent anti- 
mony compound, of which | ml. contains 20 mg. of 
antimony—was used instead of the tartar emetic, because 
of possible toxic myocardial effects. Stibanose was given 
intramuscularly 3 times weekly, and on Aug. 8, after 
19 injections, there was pronounced improvement. 
At this time the electrocardiogram showed slight changes 
and the stibanose was discontinued until Oct. 6, when, 
the electrocardiogram being normal, the injections were 
again given twice weekly. By Dec. 3 the condition 
was much improved. [This is a preliminary report 
and more detailed observations will be published, but 
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anything which will relieve this condition is worthy of 
full investigation. The photographs show great improve- 
ment during treatment.] H. R. Vickers 


660. Therapeutic Investigations with New Disinfectant 
Ointments (Oil-in-Water Emulsions) in Dermatology, 
(Therapeutische Versuche mit neuen desinfizierenden 
Salben (Typus Oel-in-Wasser-Emulsion) in der Derma- 
tologie) 

H. Storck and F. O. GUNDERSEN. Dermatologica 
[Dermatologica, Basel] 94, 355-367, 1947. 1 fig., 6 refs. 


The authors refer to previous reports of the superiority 
of oil-in-water over water-in-oil emulsions in freeing 
water-soluble antiseptics quickly and effectively on the 
skin surface. They found that the antiseptic activity of 
their oil-in-water emulsions on Staphylococcus aureus 
cultures was generally equal to that of the pure watery . 
solution, and nearly always superior to the activity of a 
water-in-oil emulsion. 

The oil-in-water bases used were: (1) “* Lanette wax 
S.X.”, 10; oleum arachidis hyd., 60; aqua destillata, 
130. (2) Cera alba, 5; oleum arachidis hyd., 15; oleum 
arachidis, 60; cetyl alcohol, 20; sod. laurylsulphonate, 
3; aqua destillata, 77; phosphate buffer solution, 20. 
(3) Acid. stearinic., 20; “tween ‘20’”, 6; “span — 
*60’”, 14; “span ‘80’”, 2; aqua destillata, 138; 
phosphate buffer, pH 6°3, 20. (4) “Cellugel’’, 6; 
tragacanth., 3; glycerin., 20; aqua destillata, 151; 
phosphate buffer, pH 6-3, 20. 

The antiseptics were “* desogen”’, merfen’”’, “ in- 
vert ’’ soap (a phenol derivative), and “* invert mercury ” 
(a preparation combining invert with an organic mer- 
curial). Penicillin was used in concentrations of 1,000 
units per gramme. These antiseptics and the emulsions 
were, on the whole, well tolerated. If the skin became 
too dry 5 to 10% glycerin was added. Penicillin in 
the pyodermias is of immense value, but may fail where 
there is natural or acquired resistance, secondary in- 
fection with Gram-negative organisms, and allergy. In 
cases not responding to penicillin or one of the other 
antiseptics alone, the authors recommend a combination, 
and show by experiment that the activity of penicillin in 
oil-in-water emulsions is not materially decreased by 
combination with any of the antiseptics mentioned, even 
after one month at 22° C. 

Sixty cases of impetigo contagiosa, sycosis barbae, and 
furunculosis were treated with oil-in-water emulsions con- 
taining penicillin alone, penicillin with 2% desogen, 
penicillin with 2% invert, penicillin with 0-1% merfen, or 
2% invert alone or with mercury. . The results were 
excellent and in some cases dramatic; 26 cases which did 
not respond rapidly to emulsions containing a single 
agent were successfully treated by those containing a 
combination. Altogether 67 cases of staphylococcal- 
sensitive eczemas were treated. The authors did not 
obtain or expect an equally successful outcome, but claim 
that the emulsions combining penicillin with one of the 
other antiseptics were more effective than those contain- 
ing penicillin alone. The emulsions were well tolerated 
in these cases because of their cooling effect and because 
dressings were not required. J. B. Hannah 
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Venereal Diseases 


SYPHILIS 


661. A Quantitative Precipitation Test for Syphilis 
I. N. O. Price. Journal of Clinical Pathology [J. clin. 
Path.| 1, 91-98, Feb., 1948. 2 figs., 4 refs. 


Preliminary experiments showed that for the manu- 
facture of a suitable antigen for Price’s precipitation 
reaction (P.P.R.) cholesterol was not necessary; wet 
ox heart extracted with absolute alcohol proved satis- 
factory. Fresh wet ox heart is stripped of fat, cut into 
small pieces, and ground in a mortar with a small amount 
of absolute alcohol and glass powder; alcohol is added 
in the proportion of 5 ml. of alcohol to 1 g. of heart, and 
the whole placed in a stoppered bottle at room tempera- 
ture for 3 days, the bottle being shaken 2 or 3 times each 
day. The extract is filtered, placed in the refrigerator 
at 4° C. for 24 hours, and refiltered. The precipitation 
titre is found by adding to 0-4, 0-6, 0-8, and 1 ml. of 
saline 1-ml. amounts of the extract; the containers are 
allowed to stand for 30 minutes and are then centrifuged; 
the supernatant fluid is poured off and the tubes inverted 
for 5 minutes to remove excess of fluid; 0-6 ml. of saline 
is added to each precipitate and the whole thoroughly 
mixed. One volume of each of the antigens is added to 
3 volumes of (a) moderately positive serum, (5) normal 
serum, and (c) saline, the tubes are well shaken, and 
1 ml. of saline is added; results are read with a <6 lens 
and a slit-lamp. The mixture containing the least 
amount of saline which shows no precipitate with saline 
or normal serum but a precipitate with positive serum is 
the optimum; in practice this has always been found to 
be 0-6 ml. of saline to 1 ml. of extract. 

For the test proper, saline and extract are mixed accord- 


. ing to the titre and allowed to stand for 30 minutes; the 


precipitate is resuspended as above and stored in the ice 
chest at 4° C. in a brown glass bottle with a glass stopper, 
where it will keep for months; to prevent infection, 
68% sodium azide, in the proportion of 0-022 ml. per ml. 
is added. Sera are inactivated at 56° C. for 30 minutes 
and a screen test and a quantitative test carried out. For 
the former, two tubes are employed for each serum, one 
containing 5 volumes of 50% serum and the other 
5 volumes of neat serum: to each tube is added 1 volume 
of antigen and the tubés are shaken and read as already 
described. Positive sera—that is, those showing particles 
—are then subjected to the quantitative test, being tested 
as neat serum and as serial dilutions from 1 in 2 to 1 in 
128. The highest dilution giving the lowest positive 
reading is noted, and the result is calculated in units by 
multiplying the dilution by 5. Cerebrospinal fluid is 
tested, without heating, in a similar way. 

In a comparison between P.P.R., the Wassermann test, 
and the Kahn test, 2,936 sera were examined. There 
was agreement in 2,817 (95-9%) and disagreement in 119; 
it appears that the PPR is at least as sensitive as the 


Wassermann test and rather more specific than the Kahn 
test. [For an analysis of the serum test results, and for 
details of a simple and rapid method of carrying out the 
P.P.R. on large numbers of specimens, the original 
should be consulted. It seems rather remarkable that 
the addition of cholesterol should not have increased the 
sensitivity of the antigen.] T. E. Osmond 


662. A Second Report on Intrathecal Penicillin in 
Central Nervous System Syphilis 

J. R. THRASHER, J. GOsMAN, and G. W. BOwMAN. 
Journal of the Indiana State Medical Association [J. 
Indiana med. Ass.| 41, 216-217, Feb., 1948. 


Though it is the considered opinion of the majority of 
British and American syphilologists that intrathecal 
injections of penicillin are no more effective in neuro- 
syphilis than are the usual parenteral ones, the authors 
do not agree, and in this article make the following state- 
ments: (1) that intrathecal penicillin has given better 
results than intramuscular penicillin; (2) that intra- 
thecal penicillin with intramuscular penicillin is better 
than intrathecal administration alone; (3) that the com- 
bination of intrathecal and intramuscular penicillin with 
malaria has, in their experience, given the best results to 
date. The average intrathecal dose was 20,000 units given 
at weekly intervals, the recommended initial dose being as 
low as 5,000 units. The authors have found that large 
initial doses, especially in acute cases, are liable to be 
followed by severe reactions. Thirty-five to 45 ml. 
are withdrawn and reintroduced by the gravity method 
mixed with penicillin dissolved in saline. The authors 
have treated 421 cases since August, 1944; [though the 
figures in percentages show encouraging results they do 
not seem to be better than those of Dattner and his 
colleagues at Bellevue Hospital, who consider that 
parenteral penicillin alone may well prove to be the 
optimum treatment for neurosyphilis of all types]. 

G. L. M. McElligott 


663. The Effectiveness in Experimental Syphilis of 
Penicillin in Peanut Oil—Beeswax given in Sixteen Daily 
Injections 

W. L. FLEMING and M. W. HOoLcomBe. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 32, 53-56, Jan., 1948. 5 refs. 


To help in evaluating the relative efficacy of penicillin 
in peanut oil—beeswax in the treatment of syphilis the 
authors administered 16 daily injections to rabbits with 
early syphilis. Seven groups of 10 rabbits were inocu- 
lated with the Nichols strain of Treponema pallidum in 
both testes, and treated 8 weeks after inoculation with 
total doses of 250, 500, 1,000, 2,000, 4,000, 8,000, and 
16,000 units per kilo body weight. The criteria of cure 
depended on results of dark-ground examinations of 
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initial and of recurrent lesions, and on the finding of 
negative lymph-node transfers after 6 months, the 
recipient animals being kept under observation for 
4 months. In the first three groups—that is with a total 
dose of up to 1,000 units—only 1 rabbit was cured. 
With 2,000 units 7 were cured out of 8; in the last three 
groups—with 4,000, 8,000, and 16,000 units—all were 
cured. Thus the CD 50 (dose necessary to cure 50% of 
rabbits) was between 1,000 and 2,000 units per kilo 
body weight. The penicillin concentrations in the 
suspensions used were necessarily lower than those in 
the “* Romansky formula ”’, and this may have influenced 
the CD 50 unfavourably. T. Anwyl- Davies 


664. The Minimal Infectious Inoculum of Spiro- 
chaeta pallida (Nichols Strain), and a Consideration of 
its Rate of Multiplication in vivo 

H. J. MAGNuson, C. Hitt, H. EAGLe, and R. FLeiscu- 
MAN. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.] 32, 1-18, Jan., 1948. 
3 figs., 18 refs. 


In experimental syphilis the incubation period is a 
function of the number of organisms inoculated. The 
authors controlled the size of the inoculum of Treponema 
pallidum in rabbits, determined the effect of graded 
inocula on the incubation period, and thereby estimated 
the rate of multiplication in vivo of T. pallidum. The 
results of intracutaneous inoculation at a single site 
were almost identical with those of inoculation at multiple 
sites. An inoculum of 200,000 organisms was regularly 
infectious, with an average incubation period of 14-3 
days. As the size of the inoculum decreased there was a 
progressive increase in the incubation period and a 
rising percentage of inoculation failures. With the 
Nichols strain of 7. pallidum, an inoculum of 200,000 
organisms produced a dark-field positive lesion in 100% 
of cases. This decreased to 92% with 20,000 organisms, 
93% with 2,000 organisms, 88% with 200 organisnis, 
71% with 20 organisms, and 47% with 2 organisms. 
With each tenfold decrease in the size of the inoculum 
there was a progressive increase in the incubation period 
(17, 27, 27, 32, 35, and 36 days with inocula of 20,000, 
2,000, 200, 20, 2, and 1 spirochaetes respectively). This 
average increase of 4-1 days with each successive tenfold 
decrease in the number of spirochaetes inoculated suggests 
that the organisms require 4-1 days to multiply tenfold 
and thus compensate for the difference in size of inoculum. 
If each spirochaete divides into two spirochaetes, there 
were 3-3 divisions in the 4-1 days (2*** =10), which gives 
an average of 1-24 days or 30 hours for each division in 
rabbit syphilis. When aqueous penicillin was given 
every 2, 4, 8 to 16, or 24 hours, the optimum interval 
between injections, permitting cure with the smallest 
amount of penicillin, was 8 to 16 hours. Injections at 
24-hour intervals were much less effective. This suggests 
that organisms damaged but not killed may recover if 
too long an interval is allowed between injections, or 
that the organisms may multiply sufficiently between 
injections to counteract the therapeutic action of the 
drug. Intratesticular inoculation, however, of only one 
or two spirochaetes sufficed regularly to initiate infection, 


VENEREAL DISEASES 


and the incubation period did not vary continuously with 
the size of the inoculum. Possibly a difference in local 
tissue susceptibility and some local defence mechanism 
operating in the skin raise the threshold for infection 
when compared with that of the testicle where the 
organisms may find a more favourable environment for 
survival. T. Anwyl- Davies 


GONORRHOEA 


665. Ambulatory Treatment of Gonorrhea with Penicillin 
Preparations. Experiences with Various Preparations 
and Techniques 

A. Jacosy, A. OLLSWANG, J. FREUND, and T, ROSENTHAL, 
American Journal of Syphilis, Gonorrhea and Venereal, 
[Amer. J. Syph.] 32, 133-138, March, 1948, 
4 refs 


The value of assessing the results of treatment in a 
large number of cases is well exemplified in this statistical 
analysis, which deals with the results of some 10,000 
cases of gonorrhoea treated at the venereal disease clinics 
of the New York City Health Department. The treat- 
ment given to ambulant patients of both sexes comprised 
various preparations of penicillin: (1) Penicillin in saline 
to a total of 100,000 or 200,000 units in divided doses, or 
of a single dose of 150,000 units. (2) Water in oil emul- 


sions of penicillin in single injections of 150,000 or 200,000 


units. (3) Penicillin—oil mixtures containing 150,000 or 
300,000 units dispersed in a mixture of “ falba” (a 
proprietary substance) and peanut oil. In a few cases 
stearic acid was used instead of falba. (4) Penicillin 
to a total of 400,000 units in 4 divided doses given 
orally every 3 hours. Three preparations were used: 
alum-precipitated penicillin buffered with 0-3 g. of 
sodium benzoate, crystalline penicillin G buffered with 
glycerides and sodium-salts of fatty acids, and crystalline 
penicillin G unbuffered. 


TABLE 


The Effect of Various Proportions and Dosages of 
Penicillin in Gonorrhoea 


No. Treated | % Cured 


Type and Method 


Women| Men ‘Women 


Men 


Aqueous solution: 
3 doses 396 
3 doses . 675 
1 dose... 101 
Water-in-oil emul- 
sion: 
1,649 
1,326 | 


3,517 
1 dose. . 223 
1 dose crystalline 57 
Oral tablets: 
Plain .. 13 
Alum—buffered 92 


Lipotfered 86 


1 dose.. 

1 dose. . 
Oily mixture: 
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The criteria of cure were the disappearance of clinical 
symptoms, and a negative result from 3 successive 
weekly smears and cultures from the urethra and prostate 
or urethra and cervix. When treatment was unsuccessful, 
a double dose of the same preparation was given. Some 
patients required 3 or 4 repetitions of treatment. In 
view of the exceptionally large number of cases; it is of 
importance to note that no instance of penicillin resistance 
was encountered. Determinations of the blood level of 
penicillin showed no clear relation to therapeutic effi- 
ciency. The authors point out that detectable amounts of 
penicillin in the blood are not essential to obtain cure in 
gonorrhoea. V. E. Lloyd 


666. Bacteriologic Follow-up of Penicillin-treated Gonor- 


rhea in Women 

N. HIRSCHBERG. American Journal of Syphilis, Gonor- 
thea and Venereal Diseases [Amer. J. Syph.] 32, 141-144, 
March, 1948. 15 refs. 


Most of the reports on the results of penicillin therapy 
for gonorrhoea refer to the response to treatment in men. 
Only a few reports deal with a large series of women 
patients. Some are based on careful bacteriological 
studies, but in others no tests have been carried out 
after clinical cure. The author took the opportunity of 
observing the results of penicillin therapy over a post- 
treatment period of 10 weeks in women imprisoned for 
prostitution. Cases were selected for study only after 
the isolation and identification of the gonococcus by cul- 
ture and fermentation tests with specimens from the 
urethra and cervix. All 54 cases were treated with 
150,000 units of penicillin in oil-wax. There were only 
2 failures of this treatment. In one the gonococcus was 
found again 3 weeks after treatment, and again 2 weeks 
after a second treatment. In the other case a positive 
culture was not obtained until 7 weeks after treatment. 
The author considers that cultures at regular intervals 


after apparent cure are of considerable importance. He 


also comments upon the larger number of Gram-negative 
bean-shaped diplococci which might be confused with 
the gonococcus in stained smears or in cultures when 
the results are unconfirmed by fermentation tests. 

V. E. Lloyd 


667. The Treatment of Gonococcal Infection with 
Micronized Penicillin by Inhalation 

G. V. TAPLIN and H. T. THompsoN. American Journal 
of Syphilis, Gonorrhea and Venereal Diseases (Amer. 
J. Syph.| 32, 124-132, March, 1948. 7 figs., 4 refs. 


A method of administration of penicillin is presented 
which fulfils the demands for reduction in the number of 
injections, ease of administration, and prolongation of 
action. These objectives are attained by the inhalation 
of micronized penicillin-glucose or penicillin-plasma — 
mixture. Therapeutic concentrations in the blood serum 
for 20 hours after single inhalation of 200,000 to 300,000 
units were produced in 3 patients admitted to hospital 
for serial estimation of penicillin blood level at 2-hourly 
intervals. Graphs are reproduced of these serial 
Observations in the 3 cases. In another patient com- 
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parative serial observations were made of blood levels 
after 300,000 units were given by: (1) inhalation, 
(2) injection in oil and wax, and (3) injection in saline. 
The results, superimposed in a graph, reveal that up to 
the eighteenth hour penicillin is present in greater con- 
centration in the blood after inhalation than after oil- 
wax injection; at the twentieth hour both methods gave 
the same blood level. Blood levels after injection of 
penicillin in saline, with the exception of the first 4 hours, 
were decidedly lower than after the two former methods. 
The authors treated 25 patients with gonorrhoea [pre- 
sumably males] by this method. In 4 patients inability 
to use the inhalation apparatus accounted for failure of 
treatment. In only one of the patients who used the 
inhalation apparatus efficiently was a failure recorded. 
Clinical cure was recorded at the end of 7 days, if at least - 
2 negative smears and cultures had been obtained. [The 
standard of tests of cure would fail to satisfy most 
venereologists in Britain, but the initial results of the 
method are obviously good. The inhalation apparatus 
is illustrated but not described. . The principles involved 
and method of administration were reported in Science, 
1947, 105, 502.] V. E. Lloyd 


668. Gonococcic Vaginitis in Children Treated with a 
Single Injection of Penicillin in Beeswax and Peanut Oil. 
Report of Twenty Cases 

B, G. CLARKE and H. H. EIseNBerG. American Journal 
of Diseases of Children [Amer. J. Dis. Child.|’74, 707-710, 
Dec., 1947. 18 refs. 


This paper describes the effects of a single injection of 
200,000 Oxford units of sodium penicillin in oil in the 
treatment of vaginitis in negro children. Altogether 
20 patients were treated, but 2 received only 100,000 
units. There were no untoward reactions in any case, 
and cure appeared to be prompt and complete. 

Patrick Mallam 


669. A Comparison of Twenty-four-hour and Forty- 
eight-hour Readings of Routine Gonococcus Cultures 

A. M. MUELLER and E. E. Nett. American Journal 
of Syphilis, Gonorrhea and Venereal Diseases {Amer. J. 
Syph.] 32, 139-140, March, 1948. 3 refs. 


It is often of considerable importance to be able to 
isolate and identify the gonococcus by cultural methods 
as soon as possible. The optimum incubation period 
for diagnostic purposes is usually accepted as being 
48 hours. The authors set out to investigate a report 
that a 24-hour period was as good as or possibly better 
than the customary 48-hour period. For their purpose 
they used a medium consisting of 1-3% “ difco ”-dextrose- 
starch agar adjusted to pH 7-4. Specimens of discharge 
and of centrifuged urine were smeared on two plates as 
soon as possible after collection and incubated in candle 
jars at 36° C. Examinations were carried out at the 
twenty-fourth and forty-eighth hours. The positive 
cultures studied numbered 112; all these were positive 
at 48 hours but only 58-9% were positive at 24 hours. 
The discrepancy was considerably more evident in 
specimens from women (46-1°% positive at 24 hours) 
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than from men (86°1% at 24 hours). The amount 
of contaminating growth was not found to be greater 
at 48 hours, and colonies at the end of that period 
were better defined and more easily detected. The 
, authors confirm that the customary 48-hour incubation 
period is the more efficient. V. E. Lloyd 


670. A Simple Medium for Identification and Main- 
tenance of the Gonococcus and other Bacteria 

H. D. Vera. Journal of Bacteriology (J. Bact.] 55, 531- 
536, April, 1948. 13 refs. 


OTHER VENEREAL DISEASES 


671. General Manifestations of Lymphogranuloma 
Venereum. (Manifestations générales de la maladie de 
Nicolas et Favre) 

P. LE COULANT. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 5-13, Jan., 1948. 


In 1925 Frei showed that pus from affected lymph 
nodes could be used as an antigen in an intradermal 
reaction which demonstrated the allergic state produced 
by lymphogranuloma venereum. Hellerstrom and 
Wasser showed in 1930 that inoculation of lymph-node 
extract into the brain of the monkey produced a specific 
encephalitis. A virus has been demonstrated and 
cultivated, and it has been found in cerebral tissue of 
infected animals. Frei’s test is quite specific, but it 
should be noted that it is negative in the first 2 to 4 weeks 
of the disease and in anergic subjects (febrile illness, 
secondary syphilis, chancroid). Intravenous injection of 
Frei’s antigen into a patient with lymphogranuloma 
venereum causes a specific reaction consisting of a rigor 
and, after about 6 hours, an elevation of temperature to 
39° or 40° C. lasting 32 to 52 hours. This reaction is 
even more precise than the intradermal test. 

Apart from the well-known ano-genital lesions general 
manifestations in the early stages of the disease include 
low fever, anorexia, headache, fatigue, and pains in the 
limbs, the whole picture resembling an acute rheumatism. 
There is often a leucocytosis of up to 12,000 and some- 
times enlargement of liver and spleen. Cutaneous 
lesions may be nodular, gummatous, or ecthymatous; 
and general eruptions, urticarial, scarlatiniform, papulo- 
vesicular, or erythematous (multiform or nodose) in 
type, may also be seen. Parinaud has described a con- 
junctivitis with vegetations of the palpebral mucosa 
accompanied by pre-auricular adenitis which is believed 
to be caused by the virus of lymphogranuloma venereum. 
Rheumatic, arthritic, and osseous lesions have also 
been observed with lymphogranuloma venereum. 
Transitory meningeal reactions have often been described 
and there have been cases of graver nervous affections 
such as flaccid paraplegia, epileptiform attacks, and 
severe or even fatal meningo-encephalitis. 
sibility that atypical pneumonia is sometimes caused by 
the virus of lymphogranuloma venereum has been 
suggested. The author reminds us that a diagnosis of 
lymphogranuloma venereum should be made only in the 
presence of lesions in one of the classical sites and a 
positive Frei (or equivalent) test. James Marshall 


The pos-~ 


672. The Treatment of Granuloma Inguinale with 
Streptomycin 

H. L. Hirsu and S. R. TaGGart. American Journal 
of Syphilis, Gonorrhea and Venereal Diseases [Amer, J 
Syph.] 32, 159-164, March, 1948. 4 refs. 


Of 21 negro patients, 11 of whom were male, 14 had 
had granuloma inguinale for 1 to 18 months and 7 for 
14 months to 12 years. Nine had received previoys 
treatment with antimonials. All were given 1 g, of 
streptomycin a day by 4-hourly intramuscular injection, 
which was continued until the ulceration was healed, 
Healing was achieved in 5 to 47 days except in one 
patient who developed a squamous-celled carcinoma, 
A weekly biopsy was performed while the patients were 
in hospital and, though some specimens still contained 
Donovania after one week, all were negative by the 
fourteenth day. Only one patient had a headache, 
dizziness, and tinnitus, but treatment was not dis. 


_ continued. A follow-up of 7 to 10 months has revealed 


no relapse and a steady regression of granulomatous 
lesions. R. R. Willcox 


673. Streptomycin in the Therapy of Granuloma 
Inguinale 

H. S. KUPPERMAN, R. B. GREENBLATT, and R. B. Dienst, 
Journal of the American Medical Association [J. Amer, 
med. Ass.] 136, 84-89, Jan. 10, 1948. 6 figs., 8 refs. 


The authors describe the results of treating 48 patients 
suffering from granuloma inguinale with streptomycin, 
and in an addendum give details of a further 43 patients. 
Thirty-five of the patients in the first series had had the 
disease for long periods, some for as long as 6 years, and 
had been treated with various antimony preparations. 
Donovan bodies were demonstrated in all cases before 
streptomycin was started. Doses of the antibiotic 
varied from 3-3 to 60 g., with an average of 20 g. The 
drug was given every 4 hours for 5 to 62 days, and the 
optimum dose appeared to be 20 g. in 5 days. Toxic 
reactions were few and included urticarial dermatitis and 
pruritus, the latter being controlled by diphenhydramine 
hydrochloride; no involvement of the eighth nerve 
was noted. Donovan bodies tended to disappear 
2 to 11 (average 6) days after treatment was started; 
lesions began to heal within 24 to 48 hours and were 
usually completely healed within 4 weeks of the end of 
treatment; pain generally disappeared within 24 to 36 
hours. Relapses occurred in 3 of the 48 patients, 2 of 
whom received only 4 g. of the antibiotic; the third 
became resistant but reacted to “anthiomaline”’. The 
average period of observation was 9 weeks. Three cases 
are described in detail, and six figures show the lesions 
in 2 patients before and after treatment. It is concluded 
that streptomycin is effective in the therapy of granuloma 
inguinale. T. E. Osmond 


674. Pseudoepitheliomatous Hyperplasia due to Grant 
loma Inguinale 

O. S. Puitpott. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 56, 669-675, Nov. 
1947. 5 figs., 3 refs. 
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675. Development of an Artificial Kidney. Experi- 
mental and Clinical Experiences 

G. Murray, E. DELorMe, and N. THomas. Archives of 
Surgery [Arch. Surg., Chicago] 55, 505-225, Nov., 1947. 
14 figs., 9 refs. 


The principles of an artificial kidney, as designed by 
the authors independently and without knowledge of 
other models recently developed, are explained and 
described. Venous blood (from a catheter introduced 
into the saphenous vein and pushed up as far as the 
inferior vena cava) is pumped through a dialysing tube 
(6mm. diameter, about 10 metres long, made of cellulose 
acetate) wound horizontally on a wire-mesh cylinder 
submerged in an isotonic fluid. The pumping system 
worked in such a way that a rubber tambour was inflated 
and deflated by the action of the piston of a syringe 
attached to an electric motor. By use of rubber intake 
and outlet valves smooth circulation without injury to 
the heparinized blood and without clotting and deposit 
of fibrin or platelets could be carried out for many hours 
at a stretch. 

The first patient treated was a woman aged 26 who 
had had anuria for 9 days, following the use of an 
abortifacient, and who was not expected to survive. 
Her blood was dialysed on the ninth, eleventh, and 
fourteenth days of anuria for 1 hour or so on the first, 
8 hours on the second, and 64 hours on the third occa- 
sion; 330, 6,600, and 6,040 mg. of non-protein nitrogen 
was removed from the blood. Her clinical condition 
showed an immediate and striking improvement, even 
after the first short treatment; although comatose and 
delirious at the beginning, she was conscious and quiet 
at the end of treatment. The urinary excretion did not 
increase until one day after the third treatment, when 
4,000 ml. was passed. The non-protein nitrogen level 
in the blood which was still 80 to 100 mg. per 100 ml. 
at the end of the third treatment, fell within the next 
2 weeks to 28 mg. per 100 ml., with a corresponding fall 
in the non-protein nitrogen level in the cerebrospinal 
fluid. After 8 weeks her recovery was complete, apart 
from hyposthenuria (specific gravity limited to 1010 to 
1018) observed in a concentration test. L. H. Worth 


676. Functional Patterns in Renal Disease 

A. C. Corcoran, R. D. TAyLor, and I. H. PAGE. Annals 
of Internal Medicine [Ann. intern. Med.] 28, 560-582, 
March, 1948. Bibliography. 


The authors record observations on renal blood flow, 
tates of glomerular filtration, and the secretory capacity 
of the tubules in a number of different forms of renal 
disease. A number of phenomena of direct clinical 
interest are described, including some striking evidence 
of the purely functional renal arterial changes in the early 


‘Stages of essential hypertension and the relation between 


such functional changes and the organic states in malig- 
nant hypertension and maladies such as Cushing’s syn- 
drome. In toxic nephrosis the predominant process is 
one of injury to the tubules, whereas in diffuse nephritis 
the disordered function of the glomeruli is the outstand- 
ing feature. In chronic pyelonephritis without hyper- 
tension the main disorder, again functional in the early 
stages, is in the tubules. 

[The bearing of these surveys of renal function on the 
development of simple standard tests of renal efficiency 
and location of early and reversible disease in the kidney 
is well brought out in this paper.] G. F. Walker 

677. Toxic Effects of Massive Doses of Vitamin D,, 
Particularly in Renal Tuberculosis. (Des accidents de la 
vitaminothérapie D, a fortes doses, en particulier dans 
la tuberculose rénale) 
M. SECRETAN. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.| 78, 49-53, Jan. 24, 1948. 
1 fig., 26 refs. 


Treatment with massive doses of vitamin Dg, is not 
free from danger. The kidneys are particularly sensitive 
to such an upset in the phosphorus-calcium equilibrium 
as can be caused by vitamin D,. Kidneys already 
injured, particularly tuberculous kidneys, are intolerant 
of large doses of vitamin D,, and it should therefore be 
administered in such cases with the utmost caution. This 
intolerance to vitamin D, manifests itself by an early rise 
in the blood-urea level, usually before clinical symptoms 
of intoxication appear, together with a rise in the blood 
calcium, an inconstant feature of kidney disease. Blood- 
urea estimations should in such cases be carried out 
regularly throughout the treatment. In subjects in 
whom the kidneys are apparently normal, this estimation 
is a useful control because of the frequency of renal 
complications. By the discovery of an early azotaemia 
before clinical signs of intoxication appear serious acci- 
dents may be averted. Harold Jarvis 


678. Renal Athrocytosis and Intracellular Digestion of 
Intraperitoneally Injected Hemoglobin in Rats 


J. RatHer. Journal of Experimental Medicine [J. 


exp. Med.] 87, 163-174, Feb. 1, 1948. 12 figs., 10 refs. 


This is a histological study in rats fed with dextrose of 
renal tubular athrocytosis produced by multiple intra- 
peritoneal .injections of purified human haemoglobin 
in doses of between 7 and 33 g. per kilo body weight 
(representing haemolysis in man of between 4 and 20 litres 
of blood). [There are a few clinical details relating to 
average urine volumes, combined kidney weights, serum 
haemoglobin level, and amount of haemoglobin excreted, 
but it is difficult to gather from them whether renal 
failure was present or not; it was probably absent, for 
only one rat is said to have died, the rest being killed at 
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intervals of from 2 hours to 5 weeks.] The main em- 
phasis is on the demonstration of haemoglobin within 
the cells of the proximal tubule and later in the lumen 
of Henle’s loop and the distal convoluted tubule. These 
changes are visible after 2 hours; after 17 hours the renal 
epithelium is packed with bodies giving the staining 
reaction of haemoglobin (method of Dunn and Thomp- 
son). Stainable inorganic iron first becomes visible at 
8 hours and reaches a maximum at 65 hours, slowly 
disappearing thereafter. Haemoglobin disappears earlier 
(at 161 hours) than haemosiderin. Haemoglobin ac- 
cumulates in the lumen only after athrocytosis is well 
marked; it is first seen in the terminal portion of the 
distal tubules, and then fills the nephron in a retrograde 
fashion as far up even as the glomerulus. There is no 
evidence of structural damage until large amounts of 
haemoglobin have collected in the lumen, when rupture 
of tubules and extrusion of haemoglobin into the inter- 
Stitial tissue occur. At the end of the experiment there 
were dilated tubules plugged with haemoglobin and 
leucocytes and atrophic nephrons with low cuboidal 
proximal tubules full of haemosiderin. Some oliguria 
was seen (15% of previous level) 70 hours after the initial 
injection; this was interpreted as due to interference with 
flow through the nephron from increased viscosity. The 
increase in the weight of the kidneys at this stage (twice 
normal) was thought to indicate the amount of haemo- 
globin present in the lumens. [These are very large 
quantities of heterologous haemoglobin. The increase 
of kidney weight is due more probably to retention of 
filtrate.] E. G. L. Bywaters 


679. Automatism of the Nephron and its Histological, 
Physiological, and Pathological Aspects. (Automatismo 
nefronico e suoi aspetti isto-fisiopatologici) 

G. MontTALDO. Archivio Italiano di Anatomia e Istologia 
Patologica [Arch. ital. Anat. Istol. pat.] 20, 45-80, 1947. 
14 figs., bibliography. 


This is an important paper dealing with further studies 
on the structure of the juxta-glomerular apparatus of the 
human kidney in health and disease, and on the anatomi- 
cal and physiological relation of the glomerulus and 
tubule. [A long bibliography is appended, but it 
includes no references to work done during or since the 
war. A notable omission is the recent work of Goor- 
maghtigh which closely parallels Montaldo’s own 
studies.] The author advances the conception of “* auto- 
matism of the nephron”, basing his theory on the 
peculiarities of structure of the afferent arteriole, the 
epithelioid cells in the wall of the distal end of which are 
continuous with the special pre-glomerular cells of 
Zimmermann’s cushion. The latter tissue fills the tri- 
angular space between the afferent and efferent vessels 
and the intermediate segment of the tubule (that portion 
joining the ascending limb of Henle’s loop to the second 
convoluted tubule). It is continuous on one side with 
the ampulla and on the other is, of course, contiguous 
with the macula densa. Thus Zimmermann’s “ Pol- 
kissen’’ forms a bridge between these different parts 
of the nephron, and evidence is adduced that this tissue 
is sensitive both to pressure and to chemical stimuli. 


It is thought to be sensitive to the osmotic pressure of the 
fluid in the intermediate tubular segment, and swells or 
shrinks according to the degree of dilution or concentra. 
tion of this fluid. When the urine is dilute, Swelling of 
the cushion causes the glomerulus to contract in systole, 
with a consequent slowing in the rate of filtration and jn 
the rate of passage of the filtrate through the tubule, 
and thus the concentration of the urine rises. The 
opposite also occurs, and the relations of filtration and 
absorption can be expressed algebraically. In this way 
automatic self-regulation is established in each single 
nephron, although the rate of filtration also remains 
dependent on such general factors as blood pressure, 
hormonal and nervous stimuli, and drugs. Moellendorf’s 
““nephronic index ”’ relates the size of the glomerulus 
to its corresponding tubule. Jn vivo this relation may. 
vary between wide limits, and the author suggests the 
term ‘‘ dynamic nephronic index” to relate the powers 
of concentration and dilution of the nephron. Those 
diseases of the kidney most typically associated with 
disturbance of the power of concentration (nephro- 
sclerosis, chronic diffuse glomerulonephritis) show the 
most markedly selective changes in the self-regulating 
tissue of the nephron. When hyposthenuria or iso- 
sthenuria is present there is always pronounced altera- 
tion in the afferent arteriole, cushion, and ampulla of 
the surviving glomeruli. These glomeruli can no longer 
be influenced by the state of the intratubular fluid, and 
the filtration rate depends on the degree of patency of 
the afferent vessel and on the systemic blood pressure. 
E. G. Sita-Lumsden 


680. Nitrogen and Fluid Balance in Treatment of Acute 
Uremia by Peritoneal Lavage. Analysis of Peritoneal 
Washings for Protein, Nonprotein Nitrogen and Phosphorus 
S. H. Bassett, H. R. Brown, E. H. KEUTMANN, J. 
H. E. V. O. Moceyunas, and H. 
ScHANTZ. Archives of Internal Medicine [Arch. intern. 
Med.] 80, 616-636, Nov., 1947. 6 figs., 42 refs. 


A woman aged 21, who in the course of a progressive 
subacute glomerulonephritis became uraemic and 
practically anuric, was treated during the last 21 days of 
her life by peritoneal lavage. A modified Tyrode 
solution, with an increase of dextrose concentration up 
to 2:5%, in amounts of up to 15 litres a day, was used; 
heparin was added and also sulphadiazine and penicillin 
inconcentrations sufficient to keep the peritoneal washings 
sterile. Analyses of intake and output of numerous 
constituents were made, but leakages and uncontrollable 
losses, such as skin and lung water losses, upset to some 
extent the carefully planned observation. Altogether 
during the 3 weeks of peritoneal lavage 257 g. of nitrogen 
were removed in the washing (140 g. of non-protein 
nitrogen and 117 g. of protein nitrogen), in addition to 
92 g. in the gastric contents obtained by suction and 5 g. 
in the urine; this meant a total nitrogen loss of about 
78 g. Initially substantial reduction in the non-protein 
nitrogen in the blood and inorganic phosphorus in the 
serum were obtained, but as the patient lost oedema fluid 
the values finally exceeded the prelavage figures. 

L. H. Worth 
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681. Deforming Infective Rheumatism with Reaction in 
Spleen and Lymph Nodes in the Adult (Still’s Syndrome). 
(Le rhumatisme infectieux déformant avec réaction 
spléno-ganglionnaire chez l’adult) 

R. DamaApe, F. J. Tratssac, A. LAVIGNOLLE, and J. 
BouINEAU. Annales de Médicine [Ann. 48, 184- 
201, 1947. 3 figs., 44 refs. 


The case is described of a woman aged 49 who suddenly 
developed a severe, febrile, painful arthritis of the large 
joints while confined to bed with menopausal menor- 
rhagia. After an initial improvement she became worse, 
with periodic exacerbations of the condition and pro- 
gressive deformity with ankylosis of the affected joints. 
There was no response to treatment with salicylates, 
gold, or sulphur. A year previously she had had a 
breast abscess, and 6 months later an infection of the 
left hand, followed by a persistent tarsalgia which had 
disappeared before the onset of the generalized 
rheumatism. 

When first seen 2 years after the onset of the illness, 
the patient was wasted, bed-ridden, and unable to move 
the upper limbs. There were trophic changes of the 
skin, the affected joints were deformed and swollen, and 
attempts at moving them caused severe pain. The spine 
and temporo-mandibular joints were not affected. There 
was great enlargement of the lymph nodes; the spleen 
was also enlarged. Pyorrhoea was present and there was 
a white uterine discharge but no evidence of gonorrhoea. 
The patient was febrile. There were no other abnormal 
physical signs. 
globin, 4,500,000 red cells per c.mm., and 7,500 white 
cells per c.mm., of which 80% were polymorphonuclear 
neutrophils. Further blood examinations were impos- 
sible owing to the condition of the veins. The tuberculin 
A radiological examination 
showed arthritic changes of a rheumatoid type in the 
wrist-joints and small joints of the hands. The joint 
spaces of the knees were obliterated, with osteoporosis 
of the bones. A biopsy was performed on the right 
epitrochlear gland. Histological examination showed 
the normal architecture to be preserved, with an increase 
in the number and size of the follicles, which were of 
two types: (1) those having a homogeneous appearance 
but an ill-defined outline with prolongations into the 
neighbouring pulp; (2) more numerous follicles with a 
clear centre occupying the greater part of the follicle 
and surrounded by a thin layer of lymphocytes. There 
was a cellular hyperplasia of reticular pattern with 
numerous mitoses. In the pulp were numerous histio- 
cytes and some small multinuclear plasmocytes. The 
endothelial lining of the small vessels was swollen, 
diminishing the lumen, with a collagen layer encircling 
the adventitia. The capsule showed a little thickened 
collagen. Scattered areas of sclerosis were seen in the 


A blood count showed 80% haemo- 


parenchyma. The lymph node therefore showed non- 
specific inflammatory changes. 

Penicillin was given intramuscularly, 200,000 units in 
24 hours, and in 5 days the temperature became normal. 
When the penicillin was discontinued the temperature 
rose again and a further course was given until a total of 
4,000,000 units had been administered. Concurrently, 
the painful joints improved considerably, with a return 
of some movement, but the erythrocyte sedimentation 
rate remained raised. Four months later the patient 
was still afebrile and the improvement was maintained 
but the spleen and lymph-nodes were still enlarged and 
the blood count was unchanged. The sedimentation 
rate had fallen. 

The authors review 18 reported cases of chronic de- 
forming rheumatism with enlargement of the spleen and 
lymph nodes in adults. The condition is more common 
in females under 40 and the onset is usually acute. The 
affected joints are painful and flexed with limited move- 
ment, but are not usually symmetrically affected or 
greatly deformed, while ankylosis is exceptional. General 
wasting and trophic changes are constant but heart 
lesions are rare. A moderate anaemia is usual with a 
slight 'eucocytosis, while the erythrocyte sedimentation 
rate is invariably raised. Radiological studies show no 
gross bony lesions, but moderate cartilage changes are 
present with slight bony decalcification. Relapses are 
common. Lymph node biopsies have not been per- 
formed often and are characterized by a considerable 
reticulo-endotheliosis with collagen hyperplasia, while 
granulomatous zones with polymorphonuclear infiltra- 
tion have been described. In 3 cases examination of the 
spleen showed considerable hyperplasia of the reticulum 
and endothelial cells with some collagen reaction. 
Tubercle bacilli have been sought but rarely found. The 
various forms of treatment tried have given inconstant 
results, and of 3 patients on whom splenectomy was 
performed 2 died shortly after operation and the third 
was not improved. Sulphonamides have not been used 
on the cases reported and the authors have no record of 
a case treated with penicillin. 

They conclude that a syndrome may occur in adul 
identical with that described by Still, but they are of the 
opinion that the clinical and pathological evidence does 
not justify its being considered as a primary reticulosis. 

T. G. Reah 


682. Xiphoid Rheumatism. (Reumatismo xifoideo) 

H. Barce.o. Boletin de la Liga Argentina Contra el 
Reumatismo [Bol. Liga argent. Reum.] 10, 88-92, 1947. 
4 refs. 


This is a rare localization of rheumatoid arthritis, 
characterized by spontaneous pain in the epigastric angle, 
increased by movements which mobilize the xiphoid 
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appendix, such as deep inspiration, cough, and sneezing. 
The cartilage is tender on palpation and very painful on 
pressure. The interest of this condition lies in the fact 
that it is easily confused with other affections producing 
epigastric pain, such as neuralgia of the seventh and 
eighth intercostal nerves, and duodenal ulcer. Two 
cases are described. In one of them the xiphoid lesion 
appeared in the course of a rheumatoid polyarthritis in a 
woman with psoriasis; in the other it appeared as an 
exacerbation of a mono-arthritis of the knee-joint in a 
man with a family history of gonorrhoea. _A. Lilker 


683. Twenty-four Operations on the Thymus and 
Parathyroids in Cases of Chronic Ankylosing Polyarthritis. 
(Reflexions au sujet de 24 interventions sur le thymus et 
les parathyroides dans la_ polyarthrite chronique 
ankylosante) 

R. Fontaine and P. Pitta. Revue du Rhumatisme [Rev. 
Rhum.] 14, 338-348, Nov., 1947. 10 refs. 


Twenty-four patients suffering from chronic ankylosing 
polyarthritis were operated upon between November, 
1940, and October, 1945. Other methods of treatment 
had been tried and had failed. Most of the cases were of 
many years’ duration, and of the 24 patients only 6 gave 
an antecedent history of infection. In only 1 of the latter 
was a good result obtained. In 3 patients a persistent 
thymus was removed. An excellent result was obtained 
in 1 case observed for 5 years, in the second case the result 
is unknown, and in the third the operation was a failure. 
From 5 patients a persistent thymus and one or more 
parathyroids were removed; 2 excellent results were 
obtained, 1 patient had very great relief, and in 2 the 
operations were failures. In 16 patients, in whom a per- 
sistent thymus was not found, the 2 inferior parathyroids 
were removed and the inferior thyroid arteries divided, 
but in 3 of these patients histological examination 
showed thyroid tissue only to have been removed and 
these 3 operations are termed “ physiological para- 
thyroidectomy One parathyroidectomy gave an 
excelleat result; 4 patients had great relief, 1 improved 
slowly, and 1 improved slightly. There was 1 failure 
and 5 results were unknown. The patients with excellent 
results were observed for from 5 to 14 years, those obtain- 
ing great relief for from 3 years to 15 months. After 
“* physiological parathyroidectomy *’ 1 patient had great 
relief and there were 2 failures. Nine patients had peri- 
pheral joint involvement only; excellent results were 
obtained in 2, great relief was experienced by 1, there 
was | failure, and in 5 the results are unknown. In 4 
patients the spine alone was involved, and in 4 the spine 
and one or more large peripheral joints were affected. 
Three results were excellent, and in 3 cases great relief 
was obtained; 2 results are unknown. Seven patients 
suffered from spondylitis associated with multiple peri- 
pheral joint lesions and of these 1 was greatly relieved, 
1 slowly relieved, and 1 slightly relieved; there were 3 
failures and | result is unknown. 

The blood calcium was estimated in 14 patients. In 
6 it was normal (90 to 110 mg.)—2 obtained great relief, 
1 slowly improved, 1 was a failure, and 2 results are 
unknown. In 6 patients the blood calcium was raised 


(114 to 130 mg.)—1 had an excellent result, 1 great relief, 
1 slow improvement, 1 was a failure, and 2 results are 
unknown. On 2 cases with a low blood calcium (88 mg.) 
operation gave one excellent result and in the other was a 
failure. Histological examination of the parathyroids 
removed showed lesions in only 3 glands, in | of which, 
from a patient whose blood calcium was 122 mg,, a 
small adenoma was found. 

The authors conclude that although the operation js 
based on an insecure physiological and clinical basis it is 
worthy of trial. They advise removal of the thymus, if 
persistent, and of the inferior parathyroids, particularly 
if the blood calcium is raised, together with division of 
the inferior thyroid arteries. The best results are 
obtained in spondylitis, with or without involvement of 
the larger peripheral joints. Other methods of treat- 
ment must not be neglected, and orthopaedic procedures 
in particular have their proper place. T. G. Reah 


684. Agglutination of Haemolytic Streptococci (Group 
A) in Serum From Patients with Rheumatoid Arthritis 

K. KALBAK. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 6, 230-240, Dec., 1947. 16 refs. 


The serum from 241 patients with rheumatoid arthritis 
and 900 controls was examined. Agglutinins for 
Streptococcus pyogenes were demonstrated in 80% of the 
test group, but a review of the cases showed that among 
those giving a negative reaction were a number whose 
disease was not entirely typical and the author believes 
that the test is positive in over 80% of cases. In the 
control group were large numbers of patients suffering 
from other diseases, including scarlatina and rheumatic 
fever. Among patients suffering from the latter disease 
10% gave a positive reaction but only 1 out of 64 normal 
people (blood donors) gave a positive reaction. The 
antistreptolysin titre is mot increased; the author 
discusses the relation of antitoxic and antibacterial 
immunity in streptococcal infections. 

Scott Thomson 


685. Chronic Progressive Osteolytic Polyarthritis. 
(La polyarthrite chronique evolutive osteolytique) 

L. JustTiN-BESANGON, A. RuBENS-DuvAL, and D. J. 
Ducue. Revue du Rhumatisme [Rev. Rhum.] 14, 353- 
355, Dec., 1947. 2 figs., 6 refs. 


A woman, aged 23 years, was first seen in 1925 when 
she had an acute febrile illness with involvement of all 
the larger joints; the condition was rapidly cured with no 
sequelae by salicylates. In 1930 a second attack occurred 
in which both hands were also affected; after treatment 
with iodides and gold salts the condition subsided, except 
that the right second and fourth fingers and the left 
second finger continued to be affected. Treatment con- 
tinued and the patient remained well. In 1935 an arthro- 
plasty of the right knee was performed, and in 1938 she 
had x-ray therapy. In 1940 she became much worse 
and almost helpless but later benefited by a course of 
gold, only to relapse again. In 1947 she presented the 
classical picture of a severe extensive chronic deforming 
polyarthritis. The hands showed the changes of arthritis 
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mutilans, main en lorgnette; the wrists were bulky and 
the hands small with telescoped fingers and deep trans- 
yerse cutaneous folds; voluntary movement was much 
diminished and the interphalangeal joints were dislocated. 

Serial radiographs were available from the onset of the 
illness. Initially, they showed slight decalcification of 
the bones with a small area of bone destruction in the 
head of the third right metacarpal. The decalcification 
became more pronounced with destruction of the heads 
of the metacarpals and bases of the corresponding 
phalanges, while the heads of the proximal phalanges and 
some of the middle phalanges showed bone destruction. 
The metatarsals were less affected. The carpal and 
tarsal bones also showed decalcification with loss of 
bony outline and apparent fusion. In 1947 there was 
subluxation of many joints with almost complete dis- 
appearance of the proximal phalanges of the right thumb 
and third finger. 

The aetiology of this condition is uncertain but the 
authors consider that it is of a trophic nature and is due 
to a sympathetic disorder. T. G. Reah 


686. Spinal Osteoporosis, Cause Unknown 

H. J. Burrows and G. GRAHAM. Annals of the Rheu- 
matic Diseases [Ann. rheum. Dis.] 6, 129-145, Sept., 
1947. 9 figs., 12 refs. 


687. Generalized Osteoporosis in Old Age 

C. M. Kesson, N. Morris, and A. MCCUTCHEON. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 6, 
146-161, Sept., 1947. 38 refs. 


The first of these two papers, which contains many 
excellent illustrations, gives an account of the clinical 
and pathological features of spinal osteoporosis, and 
describes the investigations that were carried out in an 
attempt to establish its aetiology. 

The microscopical appearances of spinal osteo- 
porosis are quite characteristic; the lamellae are sparse, 
the cortex next to the disk is thinned, and there is absence 
of osteoclastic activity. Such changes show that there 
is no extensive bone destruction. Moreover, the fact 
that the lamellae though sparse are not encrusted with 
osteoid tissue shows the condition to be one of diminished 
ossification rather than diminished calcification (osteo- 
malacia). © Vitamin-D deficiency is therefore not a cause. 
In consequence of osteoporosis four changes may take 
place in the bones: (1) wedging of the vertebrae; (2) 
yielding of the bone to the elastic tension of the nucleus 
pulposus, giving the characteristic biconcave appearance 
of the disk, (3) telescoping of the spine (evidenced by 
approximation of the spinous processes); and (4) patho- 
logical fractures. Symptoms may be absent though 
usually there is pain in the back and some stiffness of the 
kyphotic spine. In many instances the first symptom is 
acute pain as a result of a pathological fracture. Frac- 
tures occur in one-third of cases. Of the 53 patients 
studied 37 were women and 16 men. Various investiga- 
tions—blood counts, renal-function tests, blood 


cholesterol studies, and stool examinations—gave normal 
results. 


Serum calcium and phosphorus levels were 
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in the majority of cases within normal limits, though 
slightly below normal in some cases. The blood 
phosphatase level was also normal. No definite cause 
was therefore established, but the authors consider the 
most likely cause of osteoporosis to be a prolonged lack 
of calcium and phosphorus in the diet. The patients 
were given calcium, phosphorus, and vitamin D, together 
with local treatment. Symptoms were considerably 
relieved in every case, but clinical improvement was not 
accompanied by any material increase in calcification as 
shown by radiographs repeated over periods of many 
months. 

The second paper discusses the part played in the 
aetiology of general osteoporosis of the aged by: (1) dis- 
ordered calcium metabolism; (2) lack of exercise; (3) 
arteriosclerosis; and (4) endocrine imbalance. Eighty 
patients drawn from the poorer classes of Glasgow were 
examined; of these 32 had osteoporosis (7 men, 25 
women). For comparison the incidence of osteo- 
porosis of the spine was studied in radiographs of 227 
patients from the same stratum of the community taken 
during the years 1939 to 1941. The diagnosis was made 
entirely on radiological evidence, photographs being 
taken of 6 different parts of the skeleton. Involvement 
was greatest in the feet, hands, and spine in that order. 
Symptoms were present in only 10 of the cases. Eight 
patients (25%) had pathological fractures. There was 
no abnormality of calcium or phosphorus metabolism, 
and only in those over 70 years was there any difference 
in the phosphatase level, which was raised in the presence 
of osteoporosis. Calcium balance studies were carried 
out; the results demonstrated conclusively that both 
osteoporotic and normal patients over 65 could store 
calcium continuously over a period of 3 or 4 months if 
given amounts much greater than those to which they 
were accustomed. In order to consider the part played 
by lack of exercise a group of post-encephalitic sufferers 
were examined, some of whom had been partly or com- 
pletely disabled for many years. In this group there was 
positive correlation between the degree of inactivity and 
the extent of the osteoporosis. Arteriosclerosis was 
equally common in osteoporotic and non-osteoporotic 
subjects. The administration of stilboestrol over a long 
period had no effect on the blood chemistry. From this 
the authors conclude that lack of oestrogenic hormone is 
not an important factor. On the other hand, skeletal 
rarefaction was more marked in multiparae than in 
women who had had no children. Symptomatic im- 
provement of the condition followed the administration 
of calcium and vitamin D. Radiologically, however, 
there was no alteration in bone density even after con- 
tinuous treatment for 6 months. No definite cause of 
senile osteoporosis was found but the authors of this 
paper agree with other authorities that long-continued 
deficiency of calcium and phosphorus in the diet is likely 
to be the most important factor. H. A. Burt 


688. The Serious Limitations and Erroneous Indications 
of Biopsy in the Diagnosis of Tumours of Bone 

J. F. BRAILSFORD. Proceedings of the Royal Society of 
Medicine (Proc. R. Soc. Med.] 41, 225-236, April, 1948. 
18 refs. 
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689. Disorders of the Nervous System Due to Mal- 
nutrition 

H. S. STaANNus. British Medical Journal [Brit. med. J.} 
1, 342-343, Feb. 21, 1948. 3 refs. 


The author discusses the general picture of the neuro- 
logical disorders associated with deficient diet. There 
may be a disorder of each and every sensory function 

_of the body without involvement of the motor system; 
thus it is possible to distinguish symptoms correlated with 
the functions of vision, hearing, taste, and smell, with 
joint, muscle, postural, and vibration sense, with tempera- 
ture sense, and with tactile sensibility. In each syndrome 
the symptoms, particularly the early ones, are disorders 
of perception with what may be called distortion. In 
all the syndromes these symptoms are homologous and 
in the early stages intermittency and variability are 
characteristic. This is true not only of the sensory 
disturbances but also of the ataxia, hypotonia, inco- 
ordination, and Rombergism. To this group of syn- 
dromes must be added mental apathy, mild depression, 
loss of memory, loss of emotional control, and mental 
deterioration. These points seem to suggest a wide- 
spread disturbance of function in the cortex, both 
cerebral and cerebellar, and possibly in the subcortical 
nuclei. It is suggested that the cause is a riboflavin 
deficiency, and that the lesion consists in a partial 
failure of glucose breakdown causing a partial local 
anoxia. This explains why the sensory side is affected, 
for it has been shown that the oxygen consumption of 
the sensory nuclei is far greater than that of the motor 
nuclei. N. S. Alcock 


690. Curare in Oil in the Treatment of Spastic Condi- 
tions. 

C. A. CLARKE and R. D. Horston. British Medical 
Journal (Brit. med. J.] 1, 289-291, Feb. 14, 1948. 14 refs. 


The authors review the work on relief of spasticity by 
curare with particular reference to the use of oily solu- 
tions in order to prolong the action of the drug and to 
reduce side effects. The curare used was “ tubarine ”’ 
(oily) and the usual maintenance dose was 20 to 40 mg. 
intramuscularly. The authors record the effect in 17 cases, 
13 cases of disseminated sclerosis and single cases of trau- 
matic quadriplegia, spinal cord compression, subacute 
combined degeneration, and motor neurone disease. 
They doubt whether the oily solution had any real 
advantage over the watery solutions of curare. Trouble- 
some side-effects were observed in 10 of the 17 cases, but 
tolerance usually developed on continued administration. 
Relaxation of muscle tone was apparent in 10 minutes, 
maximal in 20 to 30 minutes, began to wear off in an hour, 
and was completely absent after 24 hours. In 11 cases 
there was no improvement or the patients became 
worse. In only one case—of traumatic quadriplegia— 


was there any real improvement, and in this case only 
when the treatment was combined’ with administration 
of gr. 10 (0-6 g.) quinine sulphate thrice daily. In this 
case painful flexor spasms ceased in a few days and did 
not reappear when treatment was stopped after a month, 

[Apparently in only one case was curare combined 
with quinine; more extensive trials with this combination 
in traumatic cases might be worth while.] 

» N.S. Alcock 


691. Hypertensive Cerebral Swelling, a Characteristic 
Clinico-pathologic Syndrome 

I. M. SCHEINKER. Annals of Internal Medicine [Ann, 
intern. Med.) 28, 630-641, March, 1948. 6. figs. 
10 refs. 


This is a full clinical and pathological record of 12 
cases of hypertensive encephalopathy. It is clear that 
the pathological process involved is a general cerebral 
swelling caused by acute vasomotor instability with 
vasomotor paralysis and distension of the veins coupled 
with increased permeability of the vessel walls. Clinic- 
ally, the illness comprises sudden headache, drowsiness, 


confusion, restlessness, and delirium with signs of 


increased intracranial pressure, as measured by spinal 
puncture, and the appearance of optic neuritis. Con- 
fusion with new growth or cerebro-vascular haemorrhage 
is obviously apt to occur, but because of the prognosis 
the syndrome should be remembered, since the whole 
process may be reversible either spontaneously or under 
treatment directed against the hypertension. 
G. F. Walker 


692. Specific Serum Treatment of Influenzal Meningitis. 
(Specifik Serumbehandling af Pfeiffermeningitis) 

K. BROCHNER-MORTENSEN, H. C. ENGB&K, and K. 
ScHMITH. Ugeskrift for Lager (Ugeskr. Leg.] 110, 
139-145, Feb. 5, 1948. 7 figs., 20 refs. 


This paper from two workers at the Blegdam Hospital 
and the National Serum Institute, Denmark, describes 
the effect of specific serum treatment, as advocated by 
Alexander, in 7 patients whose ages ranged from 5 months 
to Syears. One girl of 7 months and another of 9 months 
(who was moribund when treatment started) died; the 
other 5 (of whom only 1 was older than 18 months) were 
completely cured. A specific rabbit immune serum was 
prepared with a Danish type b strain of Haemophilus 
influenzae which was shown to be serologically identical 
with the American type b. This Danish immune serum 
was used for 6 cases and the American serum for 1. The 
serum was administered intraperitoneally, the first two 
doses each comprising 100 mg. of N-antibody at intervals 
of 24 hours. Subsequent dosage was based on the 
patient’s serum antibody titre, the object being to main- 
tain this titre at about 4. The authors do not agree with 
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Alexander’s view that dosage and prognosis can be based 
upon the level of sugar in the cerebrospinal fluid (C.S.F.), 
and they point out that in their small series the lowest 
values in the 2 fatal cases were 37 and 15 mg. per 100 ml., 
while in the 5 survivors the lowest levels were 10, 43, 11, 4, 
and 23 mg. per 100 ml. In all the successful cases the 
CS.F. became sterile very soon after the institution of 
specific treatment (usually within a day or two). Sul- 
phonamides (sulphathiazole) were given simultaneously, 
and this practice is recommended. Chemotherapy by 


itself improved the patient’s general condition only. 


temporarily and did not free the C.S.F. from organisms. 
The authors have not tried streptomycin, nor have they 
found it necessary to inject specific serum intrathecally. 
They suggest that the latter route might prove advisable 
if the C.S.F. did not rapidly become sterile after the 
institution of serum treatment. B. Nordin 


693. Influenzal Meningitis in Denmark. (Pfeiffer- 
meningitis i Danmark) 

H. C. ENcBaK. Ugeskrift for Leger (Ugeskr. Leg.] 
110, 145-151, Feb. 5, 1948. 54 refs. 


In order to assess the usefulness of sulphonamide treat- 


"ment in influenzal meningitis the author of this paper, 


working at the National Serum Institute, Denmark, has 
collected data on every patient up to the end of 1946 
whose cerebrospinal fluid was found by the Serum 
Institute to contain Haemophilus influenzae. The num- 
ber of cases diagnosed annually has risen steadily since 
1920, the total number of patients in the period under 
review being 154, of whom 52% were under 18 months of 
age and only 2 over 10 years. It was found that no 
patient under 18 months of age recovered, whether they 
received sulphonamide treatment or not. Among 40 
patients over 18 months old treated with sulphonamides 
(sulphanilamide, sulphapyridine, sulphathiazole) 13 
recovered, and of 30 untreated patients 4 recovered. The 
difference in the percentage of cures among treated and 
untreated patients is not considered to be significant. 
It is concluded that type-specific serum should be pre- 
pared in Denmark, in view of the success achieved by this 
treatment in America. B. Nordin 


694. Acute Meningitis and Its Treatment with Penicillin 
and Heparin. [In English] 

H. PerrsaRA. Annales Medicinae Internae Fenniae [Ann. 
Med. intern. fenn.] 36, 594-612, 1947. 1 fig., 27 refs. 


This is an analysis of the results of treatment of 41 
cases of meningitis, other than tuberculous, at the 
Children’s Clinic of Helsinki University in the period 
1945-6. Sulphathiazole, intramuscular penicillin, and, 
in some cases, intrathecal penicillin were given. Two 
out of 4 patients with influenzal meningitis recovered; 
6 out of 10 patients (including 3 under 1 year) with 
Pneumococcal meningitis recovered. In the past 
meningitis has been especially lethal in young children 
but with the advent of chemotherapy the prognosis now 
depends much less upon age. Eleven patients with 
purulent meningitis due to various micro-organisms 
received 5 mg. of heparin intravenously every 6 hours for 


from 7 to 27 days; 8 recovered and 3 died; there were 
no untoward effects. No certain conclusions could be 
drawn from this small series. D. Gairdner 


695. Localization of Intracranial Tumors by Electro- 
encephalography. [In English] 

F. BUCHTHAL and E. BuscH. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 22, 9-16, 1947. 
2 figs., 8 refs. 


Records were taken from 60 cases with verified 
intracranial tumours. Both unipolar and_ bipolar 
electrode connexions were used, with a 3-channel ink 
recorder. Unipolar records indicated the correct side 
of the tumour in 72%, but gave incorrect results in 10% 
and doubtful results in 18%. Bipolar recording gave 
precise location in 50%, incorrect in 8%, and no phase- 
reversal in 37%. Low-frequency rhythms were found 
near the site of the lesion in 72% altogether. It is con- 
cluded that, in general, about 70% of electro-biologically 
accessible tumours can be correctly located without 
automatic analysis, the records from cases with deep 
lesions being more difficult to interpret. A brief but 
clear statement of some of the physical factors involved 
in spatial analysis is included. W. Grey Walter 


696. Intracranial Teratomas and Teratoid Tumors. 
[In English] 

R. MULLER and G. WOHLFART. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 22, 69-95, 1947. 
14 figs., bibliography. 


This is a detailed study of the rare teratoid form of 
cerebral tumour. In the 8 cases recorded, 5 tumours 
were situated in the region of the pineal gland, 1 was in 
the third ventricle, 1 in the suprasellar fossa, and 1 in 
the cerebellum. The pineal tumours occurred in a girl 
aged 7, a boy of 8, and 3 boys of 15, 17, and 17. Such 
pineal tumours are exceedingly rare in the female sex, 
only 4 cases in girls having been previously reported. 
The patients in this series were younger than in most of 
the cases hitherto recorded. The teratoma of the supra- 
sellar fossa was found in a girl of 11, whilst the tumours 
of the third ventricle and of the cerebellum occurred in 
a man of 20 and a woman of 44 respectively. The latter 
patient survived operation for 8 years and was reported 
to be in good health at the end of that time. All the 
other patients in the series either died shortly after 
admission to hospital or soon after operation. The 
clinical symptoms were typical of raised intracranial 
pressure and were of rapid onset. Conjugate ocular 
paresis upwards was found in the cases of pineal tumour, 
but no signs of pubertas praecox were seen in the boys 
below the age of puberty. The characteristic localizing 
signs of cerebellar tumour were present in the case in 
which the teratoma was found in. this region. 

Histological examination of the tumours revealed the 
presence of ectodermal and mesodermal structures in 
every case, but endodermal tissue was found in only 
3 cases. This consisted of intestinal acini in 2 and 
bronchial tubes in the third. Nervous tissue, mainly 
embryonic, was seen in the tumours from 4 cases, although 
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in one tumour well-formed ganglion cells were present. 
In some of the primitive nervous tissue, which consisted 
of masses of neural tubes, groups of cells closely 
resembling oligodendroglia were differentiated. This 
resemblance was enhanced by the fact that, in the areas 
where these cells were present, calcification was also 
seen. The authors suggest that in certain cases oligo- 
dendrogliomata may develop from teratomatous tissue. 

[This study is a noteworthy contribution to our 
knowledge of a rare form of cerebral tumour.] 

Ruby O. Stern 


697. Spheno-occipital Chordomata. 
sphéno-occipitaux) 

L. Cornit, R. Pornso, H. Gastaut, and J. CHARPIN. 
Annales de Médecine [Ann. Méd.] 48, 357-378, 1947. 
8 figs., bibliography. 


(Les chordomes 


The authors review the subject of spheno-occipital 
chordomata, briefly summarizing 45 cases already pub- 
lished and describing 1 personal case. Of these tumours 
27 were purely intracranial, 8 appeared in the naso- 
pharynx, and 11 projected both into the nasopharynx 
and the cranial cavity. The authors state that all these 
tumours, unless they cause death by obstruction of the 
nasopharynx, eventually project into the cranial cavity and 
result in nervous symptoms and death from intracranial 
pressure. The neurological symptoms vary according to 
the site of the main tumour mass. If this projects back- 
wards, headache is occipital, and the physical signs are 
those of pressure on the brain stem, with quadriplegia 
in varying degree and occasionally hemianaesthesia as 
well as oculomotor palsies. If it projects forwards the 
headache is frontal and the symptoms are those of 
suprapituitary tumour. Radiography may suggest the 
diagnosis, but the latter is rarely certain without biopsy 
and histological examination of the tumour. The 
condition is invariably fatal in from a few months to 18 
years. In the series reviewed, the average duration 
of life was 4 years after symptoms first appeared. Radio- 
therapy appears to have little effect and total extirpation 
of the tumour is impossible. 

J. G. Greenfield 


698. Sensory Disorders in Cervical Pyramidal Tracto- 
tomies. (Desordens da sensibilidade nas tractotomias 
piramidais cervicais) 

A. ToLosa, R. TeNuto, and J. LAMARTINE DE ASSIS. 
Arquivos de Neuro-Psiquiatria [Arch. Neuro-psiquiat., 
S. Paulo) 5, 235-243, Sept., 1947. 3 figs. 


Unilateral therapeutic pyramidal tractotomy, carried 
out at the level of the second posterior cervical root on 
3 patients with post-encephalitic Parkinsonism, produced, 
in addition to the intended flaccid hemiplegia, a contra- 
lateral hemi-sensory syndrome, affecting in all 3 cases 
sensibility to heat and pain. In 2 patients the tactile 
sensibility was also affected, while in the third a partial 
bilateral involvement of conscious proprioceptive sensi- 
bility was noted. Anatomically, these sensory disorders 
increased in intensity from D4 downwards; they tended 
to diminish and even to disappear some weeks or months 
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after the operation, and this regression coincided with 
the reappearance of the tremor, which was less intense 
than before in 2 patients and of the same intensity in the 
third. A. Lilker 


699. ‘* Tridione ”’ in the Treatment of Petit Mal 
A. J. M. Butter. British Medical Journal (Brit. med. 
J.J 1, 13-14, Jan. 3, 1948. 4 refs. 


“Tridione” (3,5,5,-trimethyloxazolidine - 2, 4- dione) 
was given to 23 male patients suffering from petit mal; 
their ages ranged from 17 to 56. The drug was ad- 
ministered in capsules of 0-3 g. and the optimum dose was 
found to be 4 capsules daily. It was given in addition 
to any other medication the patients were receiving. Four 
became entirely free from attacks; in 12 the number of 
attacks was reduced by more than half; and in 2 there 
was definite but slight improvement. There was no 
improvement in 5 or toxic symptoms necessitated with- 
drawal of the drug. After a week or 10 days 19 of the 
23 were troubled by the brightness of light. In most 
instances the sensation ceased after a short interval. 
Five complained of slight drowsiness, one of lack of 
concentration, and one of restlessness. Two developed 
slight ataxia and 2 complained of hiccup and 2 of slight 
epigastric discomfort. One developed a slight rash and 
one a severe rash. 

[This paper adds little to our knowledge of tridione. 
No attempt at electroencephalographic analysis was 
made. The author does not mention the one serious 
complication—agranulocytosis—or the significance of 
urticaria as a warning of this. Neither does he state 


that tridione is essentially a convulsant and that it 


may therefore aggravate grand mal.] 
N. S. Alcock 


700. Medullary Malformation in a 25-mm. Embryo, 
and its Importance in the Pathogenesis of Hereditary 
Ataxia. (Malformacién medular de un embrion de 
25 milimetros, y su importancia en la etiopatogenia de la 
heredo-ataxia) 

F. Orts Ltorca and M. M. Martinez. Revista Clinica 
Espajola [Reyv. clin. esp.] 28, 40-44, Jan. 15, 1948. 7 figs., 
1S refs. 


The embryo examined and studied by the authors 
showed a severe malformation, mainly abnormal shape 
of the cord, the dorsal part of which was adherent to 
the perimedullary tissues. This had prevented the 
normal development of the tracts of Goll and Burdach. 
The perimedullary space was completely absent; the 
meninges, too, were malformed. The authors believe 
that similar lesions would produce later on clinical 
pictures of status dystrophicus and Friedreich’s hereditary 
ataxia. F. K. Kessel 


701. Total Protein, Globulin and Albumin in Lumbar 
Fluid in Cryptogenic Epilepsy. A Clinical Methodo- 
logical Study. [In English] 

R. EsG-Oorsson. Acta Psychiatrica et Neurologica 
[Acta psychiat., Kbh.] Suppl. 50, 1-191, 1948. 6 figs. 
bibliography. 
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702. The Symptom of Irrelevant Reminiscences. (O 
objawie zbednych wspomnien) 

J. KrasowskA. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 2, 1453-1457, Dec. 15-22, 1947. 


The author describes in this paper a disorder of think- 
ing in which irrelevant reminiscences dominate the stream 
of talk. The psychotic recalls factual past memories 
in a disconnected and purposeless manner; the symptom 
does not depend on hallucinations or delusional mis- 
representation of reality. In 145 of 369 psychotics 
examined the irrelevant reminiscences could be traced 
in one or other stage of psychosis. The symptom was 
most often encountered in acute confusions and delirious 
states. It was seen in more than a third of schizophrenics 
examined but not when hallucinations became predomi- 
nant or advanced emotional deterioration. took place. 
It was observed in 50% of cases of epilepsy and general 
paralysis, but only where dementia was not pronounced. 
It was uncommon in affective disorders. Irrelevant 
reminiscences are often characteristic of the talk of 
young children, whose conversation frequently revolves 
around disconnected past memories. They may be noted 
in the talk of normal adults in states of fatigue and 
particularly in conventional conversation without 
intellectual effort. The irrelevant reminiscences are due 
to lack of a guiding motive in thinking, and the author 
regards them as an early sign of dissolution and regres- 
sion to archaic thinking. They are not observed when 
dissolution is more advanced and other archaic patterns 
become evident. J. T. Leyberg 


703. Psychoses Associated with the Administration of 
Atabrine 

M. F. GretBer. American Journal of Psychiatry [Amer. 
J. Psychiat.] 104, 306-314, Nov., 1947. 1 fig., 1 ref. 


During the period June, 1944, to November, 1945, 43 
cases of psychoses were observed in which “* atabrine ”’ 
(mepacrine) seemed to have some aetiological significance. 
They were treated in a general hospital to which all 
psychotic cases were sent from a large area of the 
India-Burma front. They were divided into two 
groups: 9 cases apparently due to massive doses (2-5 g. 
in 7 days) of the drug, and 34 cases due to suppressive 
doses (0-2 g. daily). Further, 9 patients (3 massive and 
6 suppressive) were men of good stability whose psychosis 
seemed to be the direct effect of mepacrine poisoning 
(primary cases); in 34 (6 massive and 28 suppressive) 
cases the drug seemed to have precipitated a psychosis 
in those already unstable and/or subject to abnormal 
Stress. The “‘ primary” psychoses in the suppressive 
group came on from the forty-fourth to the eighty-fourth 
day of administration, when 4-4 to 8-4 g. had been taken. 
In the “ trigger” group the psychosis started as early as 
the seventeenth day and as late as 54 months after 


administration had begun. In the “ primary” group 
6 patients had manic reactions and 3 schizophrenic 
reactions. The onset was explosive and sudden and the 
attack lasted from 12 to 30 days. Eight returned to 
duty but 1 who was subsequently given a suppressive 
course again became psychotic. In the suppressive 
group 21 had manic, 1 depressive, and 11 schizophrenic 
reactions, 4 being definitely paranoid. Thirty returned 
to duty. The attacks lasted for 25 to 30 days with a 
quick return to normal. The massive group cleared 
more quickly, in 14 to 21 days. The physical and 
laboratory findings were negative in all 43 cases. Twenty 
patients (5 “ primary ’’ and 15 “ trigger ’’) were retested 
by being given the drug after they had recovered from 
the psychosis; all but 4 in the “ trigger ’’ group relapsed 
into a psychosis. The course of the second psychosis 
was shorter than that of the first and in no case was there 
any indication of permanent damage except for some 
headache and irritability in 3 patients, who remained on 
duty in spite of these symptoms. Mepacrine estimations 
in blood did not prove useful as the findings were not 
correlated with the psychosis. The “* primary ”’ patients 
seemed to have an allergic sensitivity to the drug, as all 
5 of this group who were retested relapsed. All cases 
were treated by maintenance of nutrition (only necessary 
in the paranoid and katatonic cases), sedation, and 
withdrawal of mepacrine. R. G. Gordon 


704. The Prognosis in Schizophrenia with Modern 
Treatment. (La prognosi nella schizofrenia con le 
moderne terapie) 

G. FASANARO. Acta Neurologica [Acta neurol., Napoli} 
2, 813-838, Sept.—Oct., 1947. 1 fig., bibliography. 


This is a statistical review of the immediate and late 
results of physical treatment in 4,035 schizophrenics 
compared with 6,321 untreated cases. The report is 
based on the results published by several workers and 
covers all types of modern physical therapy, including 
administration of insulin, “‘cardiazol”’, and acetylcholine, 
electroconvulsant therapy, vaccine hyperpyrexia, pre- 
frontal leucotomy, and combined treatment with insulin 
and cardiazol or insulin and electric shock. Late 
results were based on adequate follow-up studies, which 
for treated cases varied from 6 months to 4 years and 
in the cases of spontaneous recoveries for up to 10 years. 
The conclusions drawn from this survey are in agreement 
with current views. About one-third of all cases of 
schizophrenia will either undergo remission or improve 
permanently without any special treatment. As regards 
late results in electric convulsion therapy it is interesting 
to note that in spite of an exhaustive search of the 
current literature the author was able to find only 70 
cases which had been followed up, while immediate 
results had been reported in over 3,000 cases. Neither 
electric convulsion therapy nor prefrontal leucotomy 
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shows any advantage from the point of view of late results. 
The incidence of recoveries after leucotomy in fact com- 
pares unfavourably with that of spontaneous recoveries, 
in view of the high incidence of relapses. Cardiazol 
therapy was equally unsatisfactory. Promising results 
seem to have been obtained with the lesser known methods 
of acetylcholine therapy and vaccine hyperpyrexia (modi- 
fied by Buscaino). The number of cases treated is, 
however, small, and the results must necessarily await 


confirmation. A, Limentani 
705. Five Years After Shock Therapy. A Preliminary 
Report 

E. N. Hinxo and L. S. Lipscnutz. American Journal of 
Psychiatry (Amer. J. Psychiat.] 104, 387-390, Dec., 1947. 
2 refs. 


This report contains a statistical review of the results 
of shock treatment, a comparison with spontaneous 
recoveries in a control group, and the results of a follow- 
up study. The authors have treated 457 patients, 191 
with insulin, 242 with “* metrazol” (leptazol), and 24 
by electroshock. The control group comprised 289 
patients. In evaluating the results of treatment only 
those patients who were sufficiently improved to be 
discharged from hospital on parole were taken into 
consideration; 44-6% of treated patients were discharged, 
compared with 35-6% of the control group. After 
5 years 54-4% in the treated group had relapsed against 
37-8% in the control group. The over-all percentage of 
patients out of hospital at the time of study was 4% 
higher for the treated group than for the control group. 
The value of the treatment, however, is more obvious 
when the time spent in hospital is considered. The 
untreated patient spent an average of 20-4 months in 
hospital whilst the average length of stay for treated 
patients was 13 months. When treatment was given 
during the first year of hospital residence a saving of 
422 hospital days was obtained. Of the various forms 
of therapy, insulin was again found to be the treatment 
of choice in schizophrenia, particularly in the katatonic 
and paranoid types. Preliminary follow-up reports on a 
small number of cases showed that the treated patients 
made a more stable social adjustment out of hospital 
than did the untreated patients. A, Limentani 


706. Report on Lobotomy Studies at the Boston Psycho- 
pathic Hospital 

M. GREENBLATT, R. E. ARNot, J. L. Poppen, and W. P. 
CHAPMAN. American Journal of Psychiatry [Amer. J. 
Psychiat.] 104, 361-368, Dec., 1947. 5 figs. 


This is a report on the treatment of 247 psychiatric 
patients by means of prefrontal lobotomy. The majority 
of patients were selected because the prognosis was hope- 
less, although they had received adequate treatment; 
in a small number of cases disturbed behaviour was the 
criterion of selection. A few aged patients with arterio- 
sclerosis and cardiac disease were included. A follow- 
up study covering a period of from 6 months to 34 years 
-was carried out in 147 cases. In this series there were 
2 deaths directly attributable to the operation. Useful 
results were obtained in 65°% of all cases. Of the schize- 
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phrenics 20% did well, 37% were improved, and 40, 
remained unchanged. Better results were obtained jp 
involutional melancholia; in this group 8 out of {4 
patients were relieved of their symptoms and 5 wer 
improved. The age of the patients did not seem to haye 
any effect on the final results. 

Certain symptoms such as nervousness, tenseness, 
fear, worry, obsessiveness, and overconscientiousness are 
invariably influenced by the operation, and in a larger 
number of cases the patients obtain complete relief. 
Depression, aggressiveness, hallucinations, and delusions 
are only partly affected and on the other hand new symp. 
toms make their appearance for the first time. Lack of 
initiative, laziness, incontinence of urine, and seizures are 
often complained of. 

Psychometric tests, if carried out before and after 
operation, reveal increase of perseveration, stereotypy, 
and diminution of fantasy or creative imaginativeness 
as well as poorer abstractive power. A number of 
physiological experiments revealed that some changes 
occur in the autonomic nervous system following the 
operation. Elevation of blood pressure after adrenaline 
injection was greater after lobotomy. Increased suscepti- 
bility to seizures and accompanying electro-encephalo- 
graphic changes, induced by compression of the carotids, 
were observed in almost all patients. The author 
expresses the view that the indications for the operation 
are not clear. The method is good, but better results 
could be achieved by selection of early and relatively well 
integrated cases. A. Limentani 


707. Experiences with Mixed Insulin and Electric 
Convulsive Therapy 

E. O. Niver and K. A. CATLIN. Psychiatric Quarterly 
[Psychiat. Quart.] 21, 660-670, Oct., 1947. 3 figs., 
8 refs. 


A description is given of the treatment of 135 soldiers 
who developed psychoses after extensive military service. 
Treatment was largely symptomatic in groups of manic- 
depressive, schizophrenic, and schizo-affective syndromes. 
Insulin was given in doses ranging from 15 to 120 units 
per day to produce relaxation and diminution of excite- 
ment, agitation, or extreme depression. The best results 
were obtained by insulin treatment with occasional con- 
vulsive treatment to restore the balance and a final course 
of convulsive treatment. The average length of treat- 
ment was 90 days, but this was regulated according to 
results, the average being 24-6 days of insulin and 57 
electric convulsion shocks. Of the group treated in this 
way 21-8% were transferred to veterans’ hospitals, and 
21-8% to family care; 56-4% were able to leave hospital 
alone. The best results were obtained when insulin 
was given over a relatively long period until not only 
the physical well-being was restored but also the basal 
anxiety was greatly reduced so that the patient was 
capable of considerable social rehabilitation. 

R. G. Gordon 


708. ‘Seqeemenersy Nipples and Neurosis 


R. Harper. Lancet [Lancet] 1, 899-903, June 12, 1948. 


12 figs., 14 refs. 
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Infectious Diseases 


709. Serum Proteins in Infectious Diseases. (Les 
protéines sériques dans les maladies infectieuses) 

—, BENHAMOU. Annales de Médecine [Ann. Méd.] 48, 
225-244, 1947. 13 figs., 12 refs. 


Treatment of infectious diseases with the serum of 
convalescent patients is a rational procedure -but gives 
inconstant results. The author has been impressed by 
the inadequacy of the doses used, and has therefore 
‘employed concentrated sera. Convalescent serum was 
diluted ten times, carbon dioxide was bubbled through 
the diluted serum for half an hour, and the globulins 
thus precipitated were centrifuged down; the precipitate 
‘was taken up in normal saline, or normal human serum, 
in such quantity that 10 ml. of the final preparation was 
equivalent to 100 ml. of the original serum. The author 
claims that the agglutinins of typhoid fever, the Weil-— 
Felix agglutinin, and the agglutinins of whooping-cough 
and Malta fever can be quantitatively recovered by this 
method, and that the same holds for isohaemagglutinins, 
anti-rhesus agglutinins, and cold agglutinins. Good 
results were obtained with the concentrated convalescent 
serum globulins in the prophylaxis of measles and in the 
prophylaxis and. treatment of whooping-cough. The 
author also claims to have treated successfully smallpox, 
herpes, typhoid fever, typhus fever, and relapsing fever. 
[The dose usually employed appears to have been the 
equivalent of 100 ml. of convalescent serum, sometimes 
repeated daily. Few details are given, and it is difficult 
to judge whether the results were adequately controlled.] 

O. L. V. de Wesselow 


710. The Initiation of Cellular Infection by Influenza 
and Related Viruses 

F. M. Burnet. Lancet [Lancet] 1, 7-11, Jan. 3, 1948. 
20 refs. 


{In 1941 it was shown that influenza viruses A and B 
agglutinated chicken, human, and guinea-pig erythro- 
cytes, that the agglutination was a function of the virus 
particles themselves, and that the agglutination could be 
inhibited by specific immune serum. The viruses of 
Newcastle disease of fowls, fowl plague, and mumps 
produce similar agglutination, the same type of receptor 
in the red cells being involved. Further investigations by 
Hirst showed that although the virus in an infected 
allantoic fluid seemed to be completely absorbed by an 
excess of red blood cells in the cold, these red cells could 
be freed of virus by incubation for a few hours at 37° C. 
When the virus had been removed, the red cells became 
stable in suspension and could not be agglutinated by 
fresh virus. However, the eluted virus retained its full 
infective and haemagglutinating power and could be 
used successively to treat repeated quantities of red blood 
cells. Hirst recognized that this capacity of the virus 
to destroy a virtually unlimited amount of red cell 
“receptor” was characteristic of an enzyme reaction. 


He found that essentially the same reaction took place in 
excised ferret lung, and concluded that the susceptible 
cells of the respiratory tract reacted similarly to red cells, 
and that the essential first stage in the process of infection 
was absorption to and enzymic destruction of some 
specific components of the cell surface.] 

Burnet and his team at Melbourne have attempted to 
identify this vital component of the cell surface which is 
considered necessary for initiation of infection. They 
first observed that though these groups of viruses acted 
on the red cells in a similar fashion, each appeared to 
have its own particular point of attack in the red cell, 
some of these points being common to several viruses. 
Later it was found that the groups could be arranged in a 
linear series in such a way that red cells made inagglutin- 
able by any given virus in the series are also inagglutin- 
able by any virus which precedes it, but may be agglu- 
tinated by some or all of the viruses which follow it. 
Red cells which had been acted on and stabilized by an 
influenza virus had become agglutinable by any normal 
or immune serum, to a moderate titre of, say, 1 in 160. 
Other experiments showed that an enzyme which removed 
the cell receptors was present in filtrates of cultures of 
Vibrio cholerae. The action of this enzyme (R.D.E.) 
on the red cell parallels in all essential respects the action 
of the influenza viruses. No change is produced in the 
ABO character of the human red cell, but the cell is 
now agglutinated by “* blocking ’’ Rh antibody as well as 
by complete antibody. It was also noted that treated 
cells are lysed by fresh guinea-pig serum but not by heat- 
inactivated serum. 

When influenza B virus was inoculated into the mouse- 
lung preparation it was completely absorbed within 5 min- 
utes, and at 20° C. about 75% was reliberated 2 to 3 hours 
later. In living chick embryos, virus is adsorbed but not 
eluted; in killed embryos adsorption and elution occur; 
the addition of R.D.E. prevents adsorption of virus; by 
suitable treatment of the cavity with R.D.E., infection 
with any influenza virus or with Newcastle disease virus 
or mumps can be prevented; after removal of R.D.E. 
there is a recovery of susceptibility (regeneration of 
receptors) in 24 to 48 hours. This shows, for the first 
time, that virus infection can be prevented by the enzymic 
destruction of a cell constituent. 

Recent work by Francis in U.S.A. showed that normal 
serum had a high inhibitory power against haemagglu- 
tination by heated influenza B virus. Burnet and his 
colleagues found that this inhibitor in serum could be 
rapidly destroyed by R.D.E. Nowa non-cellular source 
of substrate for the enzyme was available for the first 
time. Further investigations suggest that the receptor 
on the red cell and susceptible respiratory cell, like the 
Francis inhibitor, is a mucin. Burnet suggests that in 
all probability it is another aspect of the mucin molecule, 
which carries the ABO group specificity, that is respon- 
sible for the virus receptor, although further work may 
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indicate that two or more different types of mucin mole- 
cules are concerned. 

Apparently, heated virus unites with soluble mucin, 
but unlike active virus is unable to act enzymatically on 
it. The active groups which could react with red cells are 
thereby blocked and the effect observed is the inhibition 
of its haemagglutinating power. Burnet suggests that 
an initiating enzyme action on a cell-surface component 
(other than glandular mucin) is a prerequisite for the 
infection of appropriate cells by other viruses. Burnet 
concludes that the greatest potential importance of this 
work is the fact that it opens up a possible approach 
to the chemotherapy of virus disease. 

F.O. MacCallum 


See also Section Hygiene, Abstracts 384-5. 


711. Smallpox in Staffordshire, 1947. Outbreak at 
Bilston 

C. S. SmitH. British Medical Journal (Brit. med. J.| 1, 
139-142, Jan. 24, 1948. 13 refs. 


Smallpox was introduced into a village in Staffordshire 
by a soldier who had returned from India by air. The 
case was seen by several physicians who diagnosed 
chickenpox. Subsequently 30 individuals developed 
smallpox; in half of these the disease ran a severe course. 
There were 6 deaths. The epidemic lasted from March 1 
until the beginning of July. Laboratory tests gave great 
assistance in the diagnosis of doubtful cases. Penicillin 
was used in treatment, at first in the dosage generally 
prescribed, but later patients were given 1,000,000 units 
twice daily. There was less pus formation than usual, 
and cultures of the pus grew only penicillin-resistant 
Staphylococcus aureus. Vaccination of contacts did not 
always give protection. Confluent lesions developed in 
2 persons who were vaccinated 8 and 9 days before 
the rash appeared; in 1 fatal haemorrhagic case successful 
vaccination was performed 12 days before onset. The 
main lessons from the epidemic are the need for extreme 
caution in diagnosing chickenpox in adults, and the real 
value of laboratory tests in the confirmation of diagnosis. 

T. Anderson 


712. Studies in Infectious Ectromelia in Mice (Mouse- 
pox). II. Natural Transmission: Elimination of the 
Virus 

F. FENNER. Australian Journal of Experimental Biology 
and Medical Science {Aust. J. exp. Biol. med. Sci.] 25, 
327-335, Dec., 1947. 9 refs. 


The author has continued his systematic study of the 
epidemiology of infectious ectromelia of mice. The 
properties of the virus, the characters of the disease, and 
its epidemiology all suggest a close relation to the mam- 
malian pox diseases. The findings reported here, con- 
cerning the methods,of natural transmission and elimina- 
tion of virus, have therefore a more general interest. 
Infection occurs naturally through abrasions of the skin. 
At first virus could be demonstrated only at the portal 
of entry; on the second day it was found in the blood and 
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certain viscera. About the sixth day, as antibodies 

to appear, virus disappeared from the blood although jt 
persisted in the spleen. At the end of 3 weeks it was 
demonstrable only at the site of the original lesion, 
In contact experiments mice infected by inoculation, ang 
their cages, were for the first 10 days only slightly infective 
for other mice, even though some of the inoculated mice 
died of generalized ectromelia. After 10 days and until 
the end of 3 weeks, during the stage of generalized skin 
eruption, the mice and their cages proved very infective 
for other mice. From direct demonstration of virus 
and from histological observations it was concluded thai 
the most important method of elimination of virus was in 
the discharges from the skin lesions, including those from 
the conjunctiva. Virus was also eliminated in the saliva, 
Probably less important methods of elimination were the 
faeces, urine, and nasal discharge. Virus withstood 
heating to 55° C. for 60 minutes, but not for 70 minutes, 
It survived drying and remained viable when dried on 
glass for up to 8 weeks. Artificially infected sawdust, 
used as litter, was infective for mice 24 hours afterwards. 

D. G. ff. Edward 


713. Rarer Manifestations of Herpes Zoster. A 
Report on Three Cases 

T. PARKINSON. British Medical Journal [Brit. med. J. 
1, 8-10, Jan. 3, 1948. 32 refs. 


The author records 3 cases of herpes zoster with 
unusual complications. In the first case a rash developed 
in the antecubital fossa and outer side of the arm up to 
the shoulder. Three days later the arm was weak and in 
a few days became useless. On examination 4 weeks 
later there was wasting and marked weakness, particu- 
larly of the deltoid, supraspinatus, and infraspinatus. 
The patient improved steadily, and in a further 6 weeks 
recovery was almost complete. The second patient 
developed a severe herpes zoster of the first division of 
the trigeminal. Five days later she had a generalized 
rash typical of varicella. As the herpes recovered she 
was found to have a considerable weakness of the levator 
palpebrae muscle with obvious ptosis. This persisted 
for a number of weeks but finally had cleared up 
completely in 6 months. The third patient had herpes 
of the lower half of the face and upper part of the neck, 
and behind the ear. Four days later he developed 
“typical chickenpox”’. A day or two after this there 
was a complete facial palsy from which he made a partial 
recovery only. 

The author considers that the relation of zoster to 
chickenpox is not proven. He suggests an extension of 
the work of Aitken and Brain on the complement- 
fixation test for the zoster virus to cases of varicella, and 
a compulsory notification of herpes zoster so that its 
epidemiology may be compared with that of varicella. 
He discusses the involvement of the motor system in 
herpes and mentions that facial palsy is by far the 
commonest complication. He suggests the possibility 
that certain cases of “ idiopathic” Bell’s palsy may be 
formes frustes of zoster, and quotes Aitken and Brail 
who demonstrated a positive complement-fixation test 
for zoster in 4 out of 22 cases of facial palsy. BY 
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analogy he suggests that certain oculomotor palsies may 
be of similar origin. He concludes that the virus may 
cause a range of symptoms from simple motor lesions to 
generalized skin lesions, with the classical form midway, 
and considers that this is more likely than that the viruses 
of zoster and varicella are identical. N. S. Alcock 


714. Mumps. III. Immunization Experiments in Man 
w. I. B. BevertpGe and P. E. Linp. Australian Journal 
of Experimental Biology and Medical Science [Aust. J. 
exp. Biol. med. Sci.] 25, 337-342, Dec., 1947. 8 refs. 


Preliminary investigations were made to determine the 
optimum conditions for culturing mumps virus in the 
allantoic fluid of the hen’s egg. The effects of a number 
of factors were studied, but the results were variable. 
Several different strains of virus were tested after 10 serial 
passages in the allantoic cavity; one strain tended to 
give more consistent and higher titres. The optimum 
conditions for obtaining maximum yields of fluids with 
good titres appeared to be the inoculation into the 
allantoic sac of 8-day embryos after pre-incubation at 
99-5° F. (37:5° C.). The allantoic fluid was harvested 
after 4 to 5 days’ further incubation at 35° C. Even 
under these conditions results were not consistent, so that 
the commercial preparation of such a vaccine would not 
be practicable, unless a strain of virus were found giving 
better results. Allantoic fluid was inactivated for use as 
vaccine by adding 0-1% of formalin and incubating at 
37° C. for 6 hours twice, on successive days. Batches 
of vaccine were assessed by their haemagglutination 
titre. The titres of most vaccines tended to fall after 
storage in the refrigerator, although vaccines even after 
their titre had fallen proved capable of inducing anti- 
bodies in the rabbit. Titres of vaccines prepared from 
one strain of virus tended at first to increase after storage. 
Vaccines were used to vaccinate two groups of children, 
comprising a total of 32 children. Each child was given 
two 2-ml. doses at an interval of 3 weeks. Blood samples 
were taken at the time of each injection together with a 
third sample taken 2 weeks after the second injection. 
Antibodies were measured by the agglutination of 
human “*‘O” erythrocytes sensitized by mumps virus. 
Antibody increased after the first injection of vaccine, 
but, except in one child, theré was no further increase 
after the second dose. Four children had considerable 
amounts of antibody before vaccination and the titre 
rose definitely after vaccination; they probably had had 
a previous latent infection with mumps. 

D. G. ff. Edward 


715. The Complications of Mumps 
D. Laurence and D. McGavin. British Medical 
Journal (Brit. med. J.] 1, 94-97, Jan. 17, 1948. 4 refs. 


In 1946 mumps broke out in a contingent of New 
Zealand soldiers, 235 cases being found in 7 months. 
Of these 235 patients it was possible to follow up 208, of 
whom 203 were males. The average time of follow-up 
was 7 months from the onset. Parotid enlargement was 
the commonest mode of onset. In 54 cases this was 
Preceded by general symptoms (fatigue, malaise, head- 


ache). In 13 cases enlargement of the submandibular 
glands occurred alone, and in 5 cases orchitis alone. 

There were symptoms or signs of meningeal involve- 
ment in 60 cases: 18 patients complained of moderate 
headache only, 36 had severe headache, were drowsy, 
and had a positive Kernig sign or neck rigidity, and 
6 showed a definite meningo-encephalitis. These 6 
cases are fully described. The day of onset varied from 
the first to the fourteenth, the average being the fifth. 
All 6 cases were characterized by severe headache, high 
fever, neck rigidity, and a positive Kernig sign. There 
was weakness of various groups of muscles, and in some 
a facial paresis. The cerebrospinal fluid showed an 
increase in cells and protein. In most cases it was not 
possible to locate the site of the encephalitis. Recovery 
was slow. It was complete except when facial palsy 
occurred; in these cases a slight weakness persisted. 
The cerebrospinal fluid returned to normal fairly rapidly 
after the attack. 

Orchitis developed in 53 men, in 17 cases while the 
patients were still confined to bed, in 5 at the onset, in 
6 as the initial symptom, and in 21 after the patients had 


started to get up. In 34 cases it developed during the — 


first week, and in 16 during the second. It was bilateral 
in 5 cases. At the follow-up examination, 31 were 
normal with no apparent testicular changes. Assess- 
ment of atrophy was based on a difference of more than 
} in. (0-6 cm.) between the lengths of the two testes, a 
criterion open to certain objections, including that of 
difference between the two sides in normal people. In 
22 cases there was some degree of difference between 
the healthy and affected sides, 1 irf. (2-5 cm.) or more of 
atrophy occurring in only 9 cases. Sexual activity was 
apparently unimpaired throughout this series. Some 
degree of pancreatitis was considered to be present in 
16 cases. There were no sequelae. No thorough 
investigation of the cardiovascular system was carried 
out, but 52 out of 131 pulse charts showed readings of 
less than 50 for varying periods, chiefly in the second and 
third weeks. Two patients relapsed, and 18 men gave 
a history of previous attacks. No other complications 
were noted. Geoffrey Whittall 


716. Methionine Therapy in_ Infective Hepatitis. 
(Untersuchungen iiber die Méethionin-Therapie der 
Hepatitis epidemica) 

S. MOESCHLIN and J. MULLER. Schweizerische Medi- 
zinische Wochenschrift [Schweiz. med. Wschr.] 78, 
101-102, Feb. 7, 1948. 24 refs. 


After reviewing the contradictory reports on the value 
of methionine therapy in toxic liver damage, the authors 
decided to investigate its effect on 40 selected cases of 
infective hepatitis. Twenty patients were given 5 g. daily 
of methionine by mouth, whilst an equal number of 
alternating cases served as controls. Both groups also 
received the necessary routine dietetic treatment. The 
average age of the patients treated was about 36 and the 
distribution of the sexes was roughly even. It appears 
that methionine has no influence on the course and dura- 
tion of infective hepatitis. This probably applies to 
other conditions of toxic liver damage. Harold Jarvis 
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717. Studies of the Distribution of Poliomyelitis Virus. 
Vv. The Virus in Familial Associates of Cases 

G. C. Brown, T. Francis, and J. Ainsuiz. Journal of 
Experimental Medicine [J. exp. Med.] 87, 21-27, Jan. 1, 
1948. 16 refs. 


The authors throw further light on the distribution of 
poliomyelitis virus in the stools of members of families 
in which cases of the disease have occurred. The stools 
of 4 Detroit families in which there had been cases of 
poliomyelitis were tested separately, after etherization, 
by inoculation into monkeys. The virus was not isolated 
from the stools of 7 adult members of these families, 
but was present in the stools of 7 out of 9 children. The 
condition in the majority of those positive could be re- 
garded as an inapparent or carrier infection. Weekly 
tests showed that virus was excreted either continuously 
for 4 to 5 weeks or intermittently. The results suggested 
that infection of a family occurs rapidly, probably 
simultaneously from a common source. A. J. Rhodes 


718. Rabies from the Wolf, Criterion of Effectiveness of 
Pasteur’s method of Immunization. (La rage du loup, 
critérium de l’efficacité de la vaccination pasteurienne) 
P. REMLINGER and J. Batty. Archives de I’ Institut 
Pasteur d’ Algérie [Arch. Inst. Pasteur Algér.| 25, 185-190, 
Sept.—Dec., 1947. 3 refs. 


In view of the criticisms which have been made of 
the method of immunization developed by Pasteur 
against rabies the authors bring forward statistics 
for rabies in relation to the” bites of wolves. Before 
Pasteur’s method was introduced the death rate from 
rabies following wolf bite is said to have been very high. 
Pasteur in 1886 stated that it was 82%. In contrast to 
this, of 303 persons bitten by wolves and treated at 
Novi-Sad from 1928 to 1939 only 19 (6-3%) died; at 
Istanbul from 1942 to 1946, 115 persons bitten by wolves 
were treated; there were 5 deaths. The authors state 
that they showed in 1912 that the chances of getting rabies 
from a wolf bite were 1-06 to 1. G. M. Findlay 


See also Section Hygiene, Abstract 388. 


719. Virus Studies in Lymphomatoid Diseases of the 
Ocular Adnexa 

A. E. Bratey and R. C. ALEXANDER. American 
Journal of Ophthalmology [Amer. J. Ophthal.] 30, 1369- 
1380, Nov., 1947. 4 figs., 7 refs. 


An investigation was undertaken to determine the 
aetiology in a case of malignant lymphoma of the orbit, 
and a preliminary report is given on the new virus 
obtained. Full clinical details of the case are given. 
Pieces of submaxillary gland and lymph nodes were 
inoculated into mice, guinea-pigs, rabbits, and two types 
of tissue culture containing: (1) serum ultrafiltrate, 
balance salt solution, and finely divided embryo mouse 
brain; (2) 17% sterile horse serum substituted for the 
serum ultrafiltrate in (1). Intracerebrally inoculated 
rabbits developed encephalitis. Six consecutive pas- 
sages were made in rabbits with increase in potency. 
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Similar results were obtained with three passages jp 
guinea-pigs. After growth in tissue culture the agent 
was transmitted to mice. By passage in mice, po 
was increased to 10~’, and in tissue culture to 10-¢ 
Neutralization tests were carried out, but only the 
patient’s serum proved positive, neutralizing all dilutions 
up to 10-1. Filtration tests were incomplete but showed 
that the virus is very small. R. W. Stephenson 


720. Generalized Infection with the Virus of Herpes 
Simplex 

R. H.- Kippinc and A. W. Downie. British Medical 
Journal (Brit. med. J.] 1, 247-249, Feb. 7, 1948. 22 refs, 


In the common method of infection with the virus of 
herpes simplex there is a primary lesion in the mouth 
during the first six years of life followed later by recurrent 
attacks of labial herpes. Primary infection in adults is 
relatively uncommon, and the authors describe a case of 
generalized herpetic infection with severe constitutional 
symptoms in an adult male. The patient complained of 
severe backache, headache, sweating, fever, vomiting, 
and diarrhoea: there were five vesicles on the hands and 
feet. A tentative diagnosis of smallpox was made, 
Herpes simplex virus was finally isolated from the skin 
lesions by culture on the chorio-allantois of chick embryos 
and antibody was found in the serum in increasing titre. 

Geoffrey McComas 


See also Section Microbiology, Abstract 525. 
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721. Vaccine Therapy of Typhus. (K sBompocy sak- 
CbINHOrO 

O. K. Unprits and V. D. KontTsevitcH. Cosetcxas 
Meguunnua [Sovetsk. Med.] No. 10, 19-20, 1947. 


Following the suggestions of Alisov and Kossovaya 
[Sovetsk. Med., 1944, No. 10-11) the authors used 
prophylactic typhus vaccine therapeutically. The 
observations were carried out during the final stages of 
an epidemic during which 711 typhus cases had been 
admitted before the introduction of vaccine therapy. 
These 711 patients had received only symptomatic 
treatment at the Kemerovo District Hospital of the 
Kasakhstan Republic, where the trials described in this 
paper were carried out. This group of patients was 
retrospectively regarded as a control group. Only 35 
patients could be given a course of vaccine injections, as 
the epidemic came to an end. 

Treatment consisted of a 5-day course of increasing 
intradermal doses of prophylactic anti-typhus vaccine 
[no details as to type of vaccine used are given] diluted 
1 in 5 in physiological saline. On the first day 0-2 ml. 
was given in 2 separate injections and on each following 
day the dose was increased by 0-2 ml. up to a maximum 
of 1 mi. given in ten single injections. Effectiveness of 
the treatment was judged by shortening, if any, of the 
febrile period. The authors believe that they have 
achieved such a shortening. [Judging from the figures 
given in their Table 4 the difference in length of the febrile 
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iod in the two groups of patients is not significant, 
the average length being 11-7 days in the case of vaccine- 
treated and 12-6 days in the case of symptomatically 
treated cases.] Mortality figures are given as 8-8 and 
67%, respectively, and the higher mortality figure in the 
yaccine-treated group is explained by higher virulence 
of the infection towards the end of the epidemic, as 
evidenced by a mortality figure of 2 to 3% in the beginning 
compared with 15% at the end of the epidemic. The 
authors gained a favourable impression of the value 
of intradermal vaccine therapy in typhus from the general 
reaction of the patients treated and suggest further trials 
on a larger scale in order to obtain more conclusive 
evidence. K. S. Zinnemann 


722. Public Health Problems Created by Louse 
Infestation 
E. MacCartuy. Jrish Journal of Medical Science [Irish 


J.med. Sci.] 65-78, Feb., 1948. 14 refs. 


This communication is divisible into two portions: 
the first part discusses louse infestation in Ireland, the 
second describes observations on the Weil—Felix reaction 
in persons from the endemic typhus and non-endemic 
areas in Ireland. The investigations for louse infestation 
were carried out in 1943 and 1944 as part of the Health 
Embarcation Scheme. More than 5,500 women and 
9,463 men were examined from all counties of Eire; 
the percentage for head lice in women varied from 40 to 
100, that for body lice from 5-3 to 34-3; the percentage of 
body lice in men varied from 30 to 65. The reasons for 
this heavy infestation are lack of a decent standard of 
cleanliness in the home, lack of instruction, and super- 
stitions such as the belief that washing favours tubercu- 
losis. The highest incidence of infestation both for men 
and women was along the western seaboard. County 
Mayo was a little better than the other counties. 

The typhus endemic area in Ireland consists of Clare, 
Donegal, Galway, Kerry, Leitrim, Mayo, and Roscom- 
mon. Two experiences in Ireland suggest that rickettsiae 
may live in fomites for long periods. In 1939 one 
family in Drogheda was infected. All those in the 
house who had typhus had assisted in unpacking old 
trunks containing clothes belonging to two old ladies, 
relatives, who had died. These two ladies had been the 
sole survivors in their street of an epidemic in 1898, 
41 years previously. In 1926 on a remote farm a father 
and child contracted typhus. In search of firewood they 
had broken into a shack which had been closed for 
15 years. The shack was closed because all the 5 
inhabitants had died of typhus on the same day. 

Although Irish labourers from endemic areas migrated 
to England’s bombed towns they did not originate foci 
of typhus infection: in other words Zinsser’s ideas of 
Brill’s disease as a recrudescence of infection in a person 
who has had typhus are unsupported. 

The Weil—Felix reaction was carried out on 401 lice- 
infested persons and 50 non-infested, but there was no 
Significant difference. In persons from the endemic zone 
there was a higher incidence of those with agglutinins to 
OX K in the blood, but no significant difference in the 
numbers with agglutinins to OX 2 and OX 19. 


M—P 


[OX K agglutinations are notoriously liable to occur 
in persons who have never suffered from scrub typhus; 
high titres may be found in rat-bite fever and relapsing 
fever. It is a great pity that rickettsial agglutination and 
rickettsial complement-fixation tests were not carried out 
on these sera.] G. M. Findlay 


723. Specificity of the Weil-Felix Reaction. (Peakuua 
Beiinb-Penukca u oueHKa ee 
F. G. BerNcor and L. V. RopKEvircH. CoxpetcKas 
Menuunua [Sovetsk. Med.] No. 10, 17-19, 1947. 


The authors, working at the Epidemiological and 
Microbiological Institute at Tambov, stress the fact that 
the specificity of the Weil—Felix reaction for the serological 
diagnosis of typhus, for which the Proteus strain OX 19 
is commonly used, is based on O-agglutinins. They 
further emphasize that the titre of O-agglutinations after 
a 2-hour incubation at 37°C. is lower than the titre 
obtained after further incubation at room temperature 
overnight. In Widal reactions this so-called secondary 
rise of the O-agglutination is masked by interference 
from H-agglutinins. [It seems evident from these 
remarks that the authors do not use separate O and 
H_ suspensions for routine work with Salmonellae.] 
In typhus this secondary rise does not occur in cases 
where a comparatively high titre is found either con- 
stitutionally or as an amnestic reaction. They concluded, 
therefore, that this secondary rise in the titre of the 
Weil-—Felix reaction is highly specific and occurs only in 
cases of clinical typhus. K. S. Zinnemann 


724. An Attempt at Treatment of Typhus with Penicillin. 

M. Y. SpivAK. Copetckan Menuunua [Sovetsk. Med.]} 
No. 10, 20-21, 1947. 2 figs. 


Ten typhus patients at the therapeutic clinic of the 
Rostov Medical Institute were given intramuscular 
injections 2-hourly of 15,000 units of an American brand 
of penicillin, the total dose being 700,000 units. Gener- 
ally treatment was started on the sixth day of the disease, 
and a critical fall in temperature was observed within 
3 to 4 days, except in 1 case which did not respond to 
treatment. The author claims that the duration of the 
febrile period could be shortened on the average by 
7-6 days, as compared with a control group of 81 patients. 
The average length of the febrile period in the control 
group was 15-4 days while it was only 9-6 days in the 
penicillin-treated patients. K. S. Zinnemann 


See also Section Microbiology, Abstract 541. 


725. A Report on the Histopathology of the Cutaneous 
Lesions of a Case of Rickettsialpox 

L. R. HERSHBERGER and R. J. HUEBNER. Public Health 
Reports (Publ. Hlth Rep., Wash.] 62, 1740-1742, Dec. 12, 
1947. 3 figs., 6 refs. 


An account of the clinical and histological appearances 
in a case of the newly recognized rickettsialpox is given. 
A “blind boil’”’ was followed in 5 days by malaise 
and intermittent fever of moderate degree. Three days 


in 
ent 
ney 
the 
Ons 
wed 
n 
ical 
of 
rent 
$ is 
cof | 
nal 
1 of 
ing, 
and 
ade, 
skin 
re, 
Kaa 
aya 
ised 
The 
s of 
een 
apy. 
atic 
the 
this 
was 
35 
aS 
cine 
ited 
ml. 
ving 
s of 
the 
lave 
ures 
yrile 


210 


later generalized vesiculopapular lesions appeared, in 
which the central vesicle were deep-seated and minute. 
The lesions varied from 3 to 8 mm. in diameter. Fever 
lasted for about a week, and 3 weeks after the appearance 
of the primary lesion the serum gave a positive comple- 
ment-fixation reaction at a titre of 1 in 320 with an 
antigen prepared with the M.K. strain of rickettsialpox. 
Apart from cross-fixation with Rocky Mountain spotted 
fever antigen, the test was specific. The primary lesion 
was a red papule about 1 cm. in diameter surrounded 
by a zone of erythema rather less than 1 cm. wide. The 
centre of the lesion was crusted over, and microscopical 
examination revealed ulceration of the underlying 
epithelium. Oedema of the prickle-cell layer was present 
on the edge of the lesion. Coagulation necrosis of the 
dermis was noted below the central ulceration. Beyond 
this was a rather ill-defined zone of congested and dilated 
capillaries, with moderate perivascular infiltration by 
lymphocytes, large mononuclears, mast cells, and scanty 
plasma cells and neutrophils. Many of these cells had 
fragmented nuclei particularly in the deeper layers of the 
dermis where perivascular infiltration was accompanied 
by necrosis of the capillary walls and thrombosis. The 
hair follicles, arrectores pilorum, and sweat glands were 
surrounded by a similar cellular exudate, while actual 
invasion of the two latter structures was present. Variable 
damage to the sweat glands was noted, in some cases to 
the point of complete destruction. The secondary 
lesions showed a small focal area of epithelial thickening 
with loss of the overlying cornified cells. The lower 
third of the epidermis was oedematous and infiltrated 
by pyknotic polymorphous cells, these changes being 
also seen in the underlying dermis. Dermal vascular 
lesions were similar to but fewer in number than those in 
the primary lesion, although necrosis of the walls with 
thrombosis and obliteration seemed more common. 
The skin appendages showed inflammatory changes 
similar to but less severe than those in the primary 
lesion. No rickettsiae were identified in either lesion. 
R. B. T. Baldwin 


726. New Data on the Virus of Moroccan Q Fever. 
(Quelques données nouvelles sur le virus de la Q fever 
marocaine) 

G. BLANC, J. BRUNEAU, L. A. MARTIN, and A. MAURICE. 
Comptes Rendus Hebdomadaires des Séances de l’ Académie 
des Sciences [(C.R. Acad. Sci., Paris] 226, 607-608, Feb. 
16, 1948. 3 refs. 


Evidence of Q fever has now been found ‘in various 
parts of Morocco including Casablanca and Agdz in 
Southern Morocco. The rickettsiae have been isolated 
from ticks Hyalomma dromedarii taken from a camel and 
H. excavatum var. lusitanicum found in the burrows of 
merions as well as from H. savignyi. Rickettsiae-are 
transmitted hereditarily through the eggs of Hyalomma. 
In addition to sheep and goats, cattle and camels react 
to the rickettsiae by a febrile rise, and agglutinins against 
R. burneti appear in their bloods. A number of wild 
rodents are susceptible including Rattus r. ater, R. r. 
frugivorus and Dipodillus campestris riparius. 

G. M. Findlay 
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727. Q Fever (Queensland Fever) in Switzerlang 
(Endemic Pneumonia Caused by Rickettsia burnet;) 
(Q-fever (Queenslandfieber) in der Schweiz (endemische 
Pneumonien durch Rickettsia burneti)) 

O. GseLL. Schweizerische Medizinische Wochenschrif 
[Schweiz. med. Wschr.] 78, 1-8, Jan. 10, 1948. 23 refs, 


In March and April, 1947, 7 cases of what at first was 
thought to be atypical pneumonia were seen in the Canton 
of St. Gall in Switzerland. Complement-fixation tests 
subsequently showed that these were cases of Q fever, 
The incubation period in three patients was from 12 to 
20 days. Q fever is now known to have a wide distriby. 
tion, including not only Australia, North and Centraj 
America, but Morocco in North Africa, Italy, ang 
Switzerland. G. M. Findlay 


728. Action of Streptomycin in Experimental Infection 
with Q Fever 

R. J. Huespner, G. A. Horrie, and E. B. Rosinsoy, 
Public Health Reports [Publ. Hlth Rep., Wash.) 63, 
357-362, March 19, 1948. 9 refs. 


Up to the present Rickettsia burneti has not been 
amenable to chemotherapeutic remedies which have 
proved successful in other rickettsial infections. Strepto- 
mycin, however, has been found to exercise a rickettsia- 
static action on the causative organisms of some rickett- 
sial diseases, epidemic and endemic typhus, Rocky 
Mountain spotted fever and rickettsialpox, and it is now 
shown that it has a definite action on the organism of 
Q fever in the developing chick egg and in infected 
guinea-pigs. Crystalline streptomycin, 0-5 mg. per egg, 
exercised a rickettsiastatic effect on the growth of R. 
burneti in the yolk sac of developing hens’ eggs. There 
was, however, no evidence of rickettsiacidal action even 
with doses as high as 10 mg. per egg. Guinea-pigs 
inoculated with highly virulent suspensions showed a 
greatly reduced mortality rate when given 30 mg. of 
streptomycin 3 to 6 times daily by the subcutaneous 
route. G. M. Findlay 
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729. Treatment of Scarlet Fever with Small Doses of 
Penicillin. (Scarlatinabehandling med smaal Penicillin- 
doser) 

B. pe Linpe and A. L. Nietsen. Ugeskrift for Lager 
[Ugeskr. Leg.] 110, 4—7, Jan. 1, 1948. 14 refs. 


The authors report the results of treating scarlet fever 
with small doses of penicillin. The test group included 
95 cases and the control group 110 cases. Penicillin 
was given 3-hourly, the daily dose being 60,000 Oxford 
units for children up to 14 and 80,000 units above that 
age. In mild cases the incidence of complications 
(excluding myalgia and arthralgia) was 36°% in the 
control group and nil in the penicillin-treated group; 
in moderate cases the figures were 46 and 13%, and in 
severe cases 50 and 22%. Variation in these figures 
with age was negligible. The authors conclude that 
these doses are inadequate except for mild cases. 

A. M. M. Wilson 
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730. Penicillin Treatment of Scarlet Fever and Scar- 
latinal Otitis. (Penicillinbehandling af Scarlatina og 
Scarlatinaotitis) 

T. Jersip. Ugeskrift for Leger (Ugeskr. Leg.] 110, 
1-4, Jan. 1, 1948. 6 figs. 


Since December, 1945, 2,000 cases of scarlet fever 
have been treated with penicillin at the Blegdam Hospital, 
Copenhagen, with excellent results—far better than those 
with sulphanilamide. The average stay in hospital has 
been only 8 days. Formerly sulphanilamide was 
routinely given for 8 days [dose not stated] but after 
1945 penicillin was given for 6 days, at first in doses of 
40,000 to 100,000 units (according to age) thrice daily 
with adrenaline, subsequently in doses of 60,000 to 150,000 
units twice daily without adrenaline. The latter scheme 
was equally effective and suggests the feasibility of 
domiciliary treatment of scarlet fever with penicillin. 
Employing the first scheme of dosage for only 3 days 
proved unsatisfactory and produced no better results 
than sulphanilamide, even though 4-hourly swabs in 
over half the cases were free of streptococci after 12 hours 
and in all cases after 3 days. Comparing penicillin with 
sulphanilamide treatment, the authors found that 
soreness of the throat disappeared earlier, fever was 
shorter (4:5 against 7 days), the erythrocyte sedimenta- 
tion rate fell more rapidly, and the antistreptolysin titre 
scarcely rose. Positive swabs were found after treat- 
ment in 4% against 73% and after discharge in 3% against 
53%. Complications developed in 6% against 40% and 
no cases of nephritis or otitis appeared after admission. 
Between 1941 and 1946, 5 to 10% of patients were 
admitted with established otitis and about 30% of these 
required mastoidectomy; streptococci often remained 
demonstrable for weeks even when the patients were 
receiving sulphanilamide. Since penicillin treatment 
has been employed, only 2 out of 56 patients have 
needed mastoidectomy and in one of these mastoiditis 
existed before admission; in no case have streptococci 
remained demonstrable for more than 3 days after 
penicillin administration. A. M. M. Wilson 


731. Meningococcemia without Meningitis. A Review 
of Five Cases 

L. L. Terry and C. W. Jones. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 214, 593-599, Dec., 
1947. 18 refs. 


Five cases of meningococcal septicaemia are recorded 
and the clinical manifestations of the acute and chronic 
types are briefly discussed. Blood culture entails a long 
delay in confirming the diagnosis, and the authors 
recommend that in all cases where a meningococcal 
septicaemia is suspected and skin lesions are present 
microscopical examination of smears from the skin 
lesions should be carried out. The smears are obtained 
either by scarification of the skin lesions or by aspiration 
of as much fluid as possible from a lesion after the injec- 
tion of about 0-1 ml. of normal saline through a hypo- 
dermic needle. The point of the needle is moved about 
within the skin lesion to produce some tissue maceration. 
Smears obtained from the fluid either by aspiration or 


scarification are stained with Giemsa and Gram stain, 
and those showing intracellular diplococci morphologi- 
cally resembling meningococci are considered positive. 
In chronic meningococcal septicaemia the bacteriaemia 
is often intermittent and blood cultures may be sterile or 
a positive finding may be long delayed. Smears of 
material from skin lesions fulfil the need for a rapid 
diagnostic method; the culture is of added value in giving 
late confirmatory evidence but only in the same manner 
as blood culture. Skin lesions were present in 3 of the 
5 cases and all gave positive smears. In 2 cases a growth 
of group I meningococci was obtained on culture of the 
material from the skin lesions. J. MacD. Holmes 


732. Investigations of Complement Function in Blood 
of Cases of Diphtheria. (Untersuchungen itiber diz 
Komplementfunktion im Diphtherieblut) 

J. SrRopDER and E. HAseLer. Archiv fir Kinderheilkunde 
[Arch. Kinderheilk.] 134, 80-92, 1947. Bibliography. 


The author reviews present-day opinion on the nature 
of complement and on the influence of age, sex, disease, 
and other factors on the titre of complement in blood. 
He describes the results of the investigation of comple. 
ment in blood by a modification of Moro’s method in 
85 cases of diphtheria. In the majority of cases normal 
values were obtained. Increase in complement was 
never found, and reduction in complement was rare 
(mainly in the third or fourth week of the illness); dis- 
appearance of complement was observed in female 
patients only. These values were found to have no 
prognostic significance. The occasional reduction in 
complement may be the result of a temporary exhaustion 
of the complement-regulating function. 

H. Herlinger 


See also Section Microbiology, Abstract 533. 


733. Treatment of Pertussis with Aerosporin 
P. N. Swiet. Lancet [Lancet] 1, 133-135, Jan. 24, 1948. 


The antibiotic produced by Bacillus aerosporus has 
been shown experimentally to be effective in protecting 
mice by its bactericidal action against lethal doses of 
Haemophilus pertussis. 

Ten cases of whooping-cough have been treated by the 
author. The dosage was based on previous work by 
Brownlee and Bushby, who showed that blood levels of 
0-1 to 0-2 mg. per ml. were likely to prove effective, and 
that such levels could be obtained by the parenteral 
administration of 0:2 to 0-4 mg. per kilo. The drug in 
the impure form has also been shown to have diuretic 
effect and to produce albuminuria. The first 3 cases 
were treated with 0-2 mg. per kilo 4-hourly, but as no 
toxic symptoms developed the dose was raised to 0-4 mg. 
and later to 0-8 mg. per kilo 4-hourly. The small number 
of cases so far treated does not permit of any firm con- 
clusion, but the author believes that all cases showed a 
definite response in the first 48 hours, and that those in 
which treatment had been given in the early stage 
responded more fully than those treated later. He 
suggests that this is due to the action of secondary 
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invaders, and that if the cases in the later stages had been 
treated with aerosporin combined with a sulphonamide 
the results might have been better. J. Smith 


734. Streptomycin in Experimental Plague 

S. F. Quan, L. E. Foster, A. LARSON, and K. F. MEYER. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 528-532, Dec., 
1947. 4 figs., 4 refs. 


Streptomycin is highly bactericidal to Pasteurella 
pestis in culture, especially to virulent strains. Sub- 
cutaneous injection of P. pestis into mice causes an 
established bacteriaemia in 48 hours. Such infections, 
by 100 lethal doses, can be invariably cured by intra- 
peritoneal administration ‘of 0-5 mg. of streptomycin 
every 3 hours for 3 days, or 12 mg. in all. The median 
effective total dose is 1 to 1:25 mg. Survival rate is 
proportional to the amount administered. Similar 
injections in guinea-pigs cause buboes, which may 
harbour living bacilli. Local injections of streptomycin 
round the bubo sterilize it but are highly irritant and 
cause a large area of necrosis. Septicaemic and pneu- 
monic plague in mice was cured in a large proportion, 
but cure required big doses and was more constantly 
obtained when antiserum was also given. It is suggested 
that human patients should receive daily doses of 2 g. 
for bubonic plague and 4 to 6 g. for septicaemic and 
pneumonic forms, divided into 4- to 6-hourly doses. 

V. J. Woolley 


735. Streptomycin in Human Plague 
P. V. KARAMCHANDI and K. SUNDAR RAo. Lancet 
[Lancet] 1, 22, Jan. 3, 1948. 5 figs. 


It has been known for some time that streptomycin 
gives good results in tularaemia. The close biological 
relation between Brucella tularensis and Pasteurella 
pestis prompted Herbert to test this antibiotic in experi- 
mental plague. Both in vitro and in mice and guinea- 
pigs it proved highly effective. The authors of this paper 
report that 5 moribund patients, all proved by gland 
puncture to be suffering from plague during an epidemic 
in the Madras area, made good recoveries. Improve- 
ment started on the second day after about 1-5 g. of 
streptomycin had been given; 4 g. was a sufficient total 
dose when given 3-hourly in intramuscular injections of 
0-125 g. Larger initial doses were not tried because of 
lack of supplies. No toxic effects were observed. 

Clement Chesterman 


TUBERCULOSIS 
736. Artificial Pneumothorax. Survey of 150 Induc- 
tions on Outpatients 


A. MACLEAN and J. S. GeMMILL. Lancet [Lancet] 1, 
173-175, Jan. 31, 1948. 


The authors had care of patients with pulmonary 
tuberculosis suitable for artificial pneumothorax treat- 
ment but who could not be admitted to hospital because 
~ of the large waiting list. As the only apparent alternative 


to complete inaction they reserved 4 hospital beds for 
them. Artificial pneumothorax was induced on the day 
of admission and the first and second refills were given 
on the 2 following days. The patients went home by 
ambulance some hours after the second refill and were 
told to rest strictly in bed at home and to return for 
refill on the fifth or sixth day and thereafter weekly, 
The first 150 cases have been observed for 20 to 33 
months. The results were satisfactory in 82 patients, 
17 of whom later had orthodox in-patient treatment, 
Adhesions were divided in 3 cases. Results in 63 cases 
were unsatisfactory; in 11 pneumothorax could not be 
induced and in 30 refills were stopped for various reasons. 
In 5 cases the results could not be classified. Before 
treatment 60 patients had tubercle bacilli in the sputum; 
29 of these became sputum-negative. In 48 of the suc- 
cessful cases pleural effusion developed, usually in 
minimal amount. Fluid caused the abandonment of 
the treatment in 7 other cases. Fourteen deaths attri- 
butable to tuberculosis occurred 6 to 33 months after 
induction of pneumothorax; 3 deaths were due to 
spontaneous pneumothorax. The scheme outlined is 
not advocated as a standard procedure but is con- 
sidered useful in certain difficult conditions. [Others 
have also tried such a scheme, which unfortunately does 
not noticeably reduce the waiting list because very few 
of the patients awaiting admission to a_ tuberculosis 
hospital are suitable for out-patient treatment. The 
number of adhesion sections performed in this series is 
very low.] L. M. Franklin 


737. Obliteration of Bronchi and Cavity Walls during 
Suction Drainage. (Bronchus- und Kavernenwand- 
bei Anwendung des Kavernensaugverfahrens) 

O. DicGeut. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.) 4, 434-455, 1947. 31 figs., 21 refs. 


Monaldi’s method of aspiration of cavities has not . 


always led to satisfactory results, failure depending often 
upon the impossibility of closing completely the bronchus 
draining the cavity. The present author’s new method is 
to produce with the aid of a mobile probe and electro- 
diathermy injury to the tissue at the bronchial junction 
leading to the cavity and to obliterate the entire cavity 
in one or more sessions. By these means he has suc- 
ceeded in closing the bronchus, curing the mixed infection 
in the cavity, and aiding the formation of granulation 
tissue. In 6 out of 9 patients this treatment has been 
successfully completed. Franz Heimann 


738. Streptomycin Resistant Tubercle Bacilli. Their 
Development during Streptomycin Therapy of Pulmonary 
Tuberculosis 

M. W. FisHER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 57, 53-57, Jan., 1948. 10 refs. 


The sensitivity to streptomycin of tubercle bacilli from 
the sputa of 20 patients suffering from pulmonary tuber- 
culosis, and receiving 1-8 g. streptomycin daily for 120 
days, was studied, the Dubos albumin—‘ tween 80” 
medium being used. In 15 of the patients the bacilli 
remained sensitive. In the remainder sensitivity was 
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retained for up to 11 weeks, after which varying degrees 
of resistance developed. Since this finding contrasted 
with that of Youmans ef al., who found that resistance 
developed in 8 out of 12 patients, strains isolated at the 
end of therapy from the 20 patients of the present series 
were compared by sensitivity tests in the Dubos medium 
and in the Youmans medium, which contains 10% human 
plasma and 2% glycerin. Eleven of the 20 strains were 
resistant in the Youmans medium (growing in 10 pg. or 
more of streptomycin per ml.), These discrepancies 
are at least partly explained in the author’s following 
paper (Abstract 739). See also Abstracts of World 
Medicine, 1948, 3, 666. P. D’Arcy Hart 


739. Sensitivity of Tubercle Bacilli to Streptomycin. 
An in vitro Study of some Factors Affecting Results in 
Various Test Media 

M. W. FIsHER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 57, 58-62, Jan., 1948. 5 refs. 


The factor responsible for the discrepancies described 
in the preceding paper (Abstract 738) was found to be 
the “tween 80” (oleic acid ester). Three strains of 
tubercle bacillus, highly resistant to streptomycin when 
grown on Youmans’s medium but either fully sensitive or 
only slightly resistant in the Dubos albumin-tween 
medium, were tested in various permutations and 
combinations of the ingredients of the latter medium 
containing varying concentrations of streptomycin. 
In the Dubos basal medium alone (without albumin or 
tween) all these strains were resistant to 1,000 yg. 
streptomycin per ml. Addition of albumin made no 
difference, but if tween 80 was added (without albumin) 
the strains were sensitive to 1 zg. per ml.—that is, the 
effect of streptomycin was enhanced 1,000-fold. When 
albumin as well as tween 80 was added the sensitivity was 
still increased but not as fully as when tween 80 was used 
alone. The potentiation of streptomycin by tween 80 
may be due to surface-activity causing easier absorption 
of the antibiotic. P. D’Arcy Hart 


740. The Effect of Streptomycin Upon Pulmonary 
Tuberculosis 

J. B. BARNWELL, P. A. BUNN, A. M. WALKER, R. O. 
CaNabDaA, M. W. FIsHER, G. W. FISHBURN, J. B. WALLACE, 
A. SHAMASKIN, L. C. Morris, E. J. Des AurTELs, J. 
MINDLIN, J. R. ZveTINA, H. C. Sweany, W. A. Cassipy, 
E. DUNNER, C. PARNALL, B. L. Brock, R. E. Moyer, 
S. T. J. M. N. Nitsson, N. D. D’Esopo, and 
J. E. Sternnaus. American. Review of Tuberculosis 
[Amer. Rev. Tuberc.] 46, 485-605, Dec., 1947. 10 figs., 
bibliography. 


This symposium contains eight papers; the first 
summarizes the others, which record studies made under 
the auspices of the U.S. Army, Navy, and Veterans Ad- 
Ministrations at various institutions. The venture 
was co-operative and adopted a common plan, rather 
more exact in conception than was possible in practice. 
It was insisted that some exudative element be present, 
but the cases finally chosen were mostly more chronic 


and more advanced than had been planned. Most 
of the cases were progressive or stationary before therapy 
started, and a follow-up period after treatment was 
insisted upon. Collapse therapy on one side was 
allowed if the other lung was to be the subject of 
treatment. All patients were under 45 years of age. 
A total of 1-8 g. of streptomycin was given daily (divided 
into 6 doses) for 120 days, and laboratory procedures 
were carefully laid down. In all, 223 cases were treated 
and there were some 88 controls [the investigators 
perhaps wisely prefer the term “ untreated cases ”’], the 
latter on the whole not so advanced and with less exudative 
lesions. A panel of 9 independent phthisiologists 
viewed the films of 131 of the treated and all the untreated 
cases. 

Little or no improvement occurred in the pro- 
liferative or fibro-cavernous lesions, but 85% of the 
exudative lesions cleared somewhat during the course, 
whilst for the controls the equivalent figure was 30%. 
It is fairly justly claimed that if the untreated cases be 
ignored the preliminary observation periods of those 
treated form a useful check on the results. In many 
cases clearing was minimal, but even in these the trend 
of the disease appeared to be altered, so that in some cases 
unanticipated surgery became possible. The following 
table is of interest: 


Roentgenographic Changes, According to Investigators— 
Treated Cases 


No. 
During pre-treatment observation (223 
cases)— 
Progression | 168 753 
Regression 17 76 
During treatment—exudative lesions (216 
cases)— 
Progression 1 0-5 
Progression after regression Ms a 18 8-3 
Stationary a Pa 14 6°5 
Slight regression . 54 25-0 
Considerable regression | | 56-9 
Complete regression 6 2:8 
During treatment—cavities (182)— 
Larger or unchanged .. 68 37-4 
Smaller... 67 36°8 
Closed or lost to view . 47 25°8 
During post-treatment observation (195 
cases)— 


In addition to the more exact findings, 80% of patients 
showed improvement as regards weight, appetite, cough, 
and temperature. The conversion of sputum was of 
the order of 40% [though a definition of the term is not 
given]. 

Certain observations would seem to be of special 
interest. The size of cavities was affected (Sampson 
Naval Hospital reports diminution in size or closure in 
70%). Vestibular function was affected in 927%, usually 
during the fourth or fifth week of therapy and more 
severely in older patients. This effect may prove to be 
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permanent, and was the complication which persuaded 
the investigators to stop treating minimal lesions. 

Of fundamental interest are the findings on in-vitro 
streptomycin-sensitivity of the tubercle bacillus. In 
bacilli isolated from treated patients resistance appeared 
as early as the thirtieth day, and at the end of the course 
only 22% were sensitive while 65% had become insensitive. 
This in-vitro resistance did not change during the follow- 
up period. Perhaps allied to these findings were the 
facts that 8% of patients showed extension of infection 
during the last 2 months of therapy and 16% after its 
conclusion. A patient with a streptomycin-resistant 
strain in his sputum left hospital against advice, and the 
Fitzsimons Hospital investigators comment that it was 
quite possible that he would spread a streptomycin- 
resistant type of disease. The Sunmount Unit observes 
that there may well be an optimum duration of therapy 
—*a period long enough for the desired therapeutic 
results to occur ”’ [and to prepare the patient for collapse 
therapy] “* and short enough to minimize the opportunity 
for the development of drug-fastness ”’. 

Points of lesser interest are that an eosinophilia was 
present in 70°, of treated cases, a pruritic skin eruption 
occurred in 18%, and renal casts appeared in 67% and 
albuminuria in 20%, though actual renal damage was 
not apparent in this series (a “* larger study ”’ is mentioned 
in which it was 2-3%). The tuberculin reaction did not 
appear to be affected. J. V. Hurford 


741. Streptomycin in the Treatment of Tuberculosis in 
Humans. II. Pulmonary Tuberculosis 

C. MUSCHENHEIM, W. McDermott, S. J. HADLEY, 
H. Hutt-SmitH, and A. Tracy. Annals of Internal 


Medicine [Ann. intern. Med.] 27, 989-1027, Dec., 1947. 
8 figs., 10 refs. 


Forty-three patients with phthisis were treated with 
streptomycin for periods of 42 to 120 days. All showed 
some improvement and the suitability of a small number 
for collapse therapy was greatly enhanced. Many failed 
to attain remissions of practical clinical value and more 
than half relapsed. Streptomycin-resistant organisms 
were encountered in 10 patients. G. F. Walker 


742. Streptomycin Therapy in Experimental Tuber- 
culosis of Guinea Pigs Infected Intracerebrally with 
Virulent Tubercle Bacilli 


W. STEENKEN and E. WoLINSKy. Science [Science] 106, 
638-639, Dec. 26, 1947. 2 refs. 


Protection by streptomycin against intracerebral 
experimental tuberculous infection was tested. Guinea- 
pigs were inoculated by this route with the strain H37 Rv 
grown in the albumin—“ tween ’’ medium of Dubos, and 
half of the group were then given streptomycin subcutane- 
ously or intramuscularly. Provided the dosage was 
adequate the antibiotic was able to control the nervous 
manifestations—such as convulsions and paralysis— 
shown by the controls and to prolong life. Discon- 
tinuance of treatment was, however, followed by appear- 
ance of symptoms of cerebral damage and ultimately by 
death. P. D'Arcy Hart 
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743. Comparative Effects of Atabrine and of Strepto. 
mycin on Experimental Tuberculosis in the Guinea Pig 

A. G. KARLSON, W. H. FELDMAN, and H. L. Mason, 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 91, 379-384, Dec., 1947. 2 figs., 15 refs, 


The anti-tuberculous effect of mepacrine hydro. 
chloride, orally administered, was compared with 
that of streptomycin in experimentally infected guinea. 
pigs. The amount of mepacrine was 60 mg. per kilo 
body weight per day. No beneficial effect on the course 
of the disease was noted in the mepacrine-treated animals, 
in marked contrast to the suppressive effect in those given 
streptomycin. The concentration of mepacrine in the 
tissues was many times that required to inhibit the strain 
of tubercle bacilli in the test-tube (2-5 mg. per 100 ml.). 

P. D’Arcy Hart 


744. Dihydrostreptomycin in Experimental Tuberculosis 
(Preliminary Report) 

B. L. FREEDLANDER and F. A. FRENCH. Diseases of the 
Chest [Dis. Chest] 13, 708-710, Nov.-Dec., 1947. 6 refs, 


Dihydrostreptomycin is the reduced form of strepto- 
mycin, wherein the aldehyde group of streptobiosamine is 
reduced to a primary alcohol group; it has the same 
tuberculostatic action as streptomycin in vitro. In 
guinea-pigs experimentally infected with the H37 Ry 
strain of tubercle bacilli the protective effect of the drug 
was as great as that of streptomycin. If the penetration 
and maintenance of concentration in certain tissues, such 
as the brain, should prove to be more favourable with the 
reduced than with the unreduced form of streptomycin, 
clinical exploitation might be considered. 

P. D’Arcy Hart 


745. Antitubercular Activity of Diphenyl Ethers and 
Related Compounds 


V. C. Barry, L. O’Rourke, and D. Twomey. Nature 
[Nature, Lond.] 160, 800-801, Dec. 6, 1947. 7 refs. 


Continuing previous work, in which soluble derivatives 
of diploicin had been shown to be tuberculostatic in vitro, 
the authors have found certain simple diphenyl ether 
derivatives and related compounds to be equally or more 
active. Particularly high activity against the tubercle 
bacillus (inhibition at up to 1 in 10°) was demonstrated 
when amino-groups and halogen atoms were introduced 
into the benzene rings as in 


Cl 


Related compounds in which the oxygen link was 
replaced by —O(CH,)n also displayed considerable 
activity; an example, derived from phenyl ethyl alcohol, 
is of interest in that phenyl ethyl alcohol has been 
reported elsewhere to be responsible for the peculiar 
odour of the tubercle bacillus. An interesting and highly 
active series has been developed from diphenylene oxide; 
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relevant is the fact that the crystalline tuberculostatic 
substance isolated by Marshak from Ramalina reticulata, 
a lichen, has been identified as usnic acid, which has the 
skeleton structure of a diphenylene oxide derivative. 

P. D’Arcy Hart 


146. para-Aminosalicylic Acid in Tuberculosis. Early 
Results of Clinical Trials 

T. G. Dempsey and M. H. Locc. Lancet [Lancet] 2, 
871-872, Dec. 13, 1947. 2 refs. 


Clinical trials of p-aminosalicylic acid in tuberculosis 
have been conducted at Grove Park Hospital, London, 
following the report of “ fairly promising ” results with 
the drug in Sweden. All of the 19 patients treated had 
pulmonary tuberculosis, but only 6 were given the drug 
as treatment for their pulmonary lesions. This series 
of 6 cases was too small to permit definite conclusions. 
One case of renal tuberculosis was apparently improved; 
in one case of tuberculous meningitis life was slightly 
prolonged; in one patient with miliary spread and 
enteritis diarrhoea was reduced; in one patient with 
Monaldi drainage the discharge from the cavity was 
diminished. It is only in the group with empyema that 
conclusive results were obtained; 9 cases were treated 
and the description given in this report indicates that the 
response was particularly rapid and striking. 

M. Daniels 


747. Antibacterial Action of Inactivated Ergosterol in 
the Guinea Pig and Man 

W. RaaB. Science [Science] 106, 546, Dec. 5, 1947. 
4 refs. 


Activated ergosterol (vitamin D) is of value in clinical 
tuberculosis but often causes toxic symptoms. In 
guinea-pigs doses of inactivated ergosterol (100 mg.) 
were non-toxic and caused some suppression of experi- 
mental tuberculosis. Four men with pulmonary tubercu- 
losis were given 300 to 500 mg. of inactivated ergosterol 
intramuscularly every week for 6 months. In 3 the 
sputum became negative; there was retrogression and 
absorption of the predominantly exudative disease and 


greater improvement than would have been expected 


from rest in bed alone. G. M._ Findlay 


748. Rectal Administration of Calcium, together with 
Vitamins A and D, in the Treatment of Pulmonary 
Tuberculosis. (Praktische Erfahrungen mit rektaler 
Applikation von Calcium, kombiniert mit Vitamin A 
und D, bei der Behandlung der Lungentuberkulose) 


P. FeHr. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 90-91, Jan. 31, 1948. 3 refs. 


In 64 cases of pulmonary tuberculosis, calcium com- 
bined with vitamins A and D was administered daily per 
rectum in suppositories for a period of 8 months. Blood- 
calcium levels rose in three-quarters of the cases by 
0-2 to 2:8 mg. per 100 ml. The suppositories were 
found to be a useful adjuvant in the treatment of tuber- 
culosis. Subjective findings were improved, appetite and 
weight increased, and there was a decrease in the degree 


of lassitude. Acute pleural effusions absorbed more 
quickly. No toxic effects were noted. Patients in- 
variably preferred rectal administration to treatment by 
injection. The only contraindications are diarrhoea and 
diseases of the rectum. 

[The doses of calcium and of the vitamins are not 
given. It is now generally considered that it is well- 
nigh impossible to raise the blood-calcium level by 
administration of calcium by the alimentary canal. 
Intravenous calcium therapy causes a very temporary 
rise in the blood calcium, and one which, in the experience 
of the abstracter, is well below the rises recorded in this 
article. ] Harold Jarvis 


749. The Treatment of Miliary Tuberculosis with 
Promizole 

E. M. LINCOLN, S. STONE, and O. R. HOFFMAN. Bulletin 
of the Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.} 
82, 56-75, Jan., 1948. 7 figs., 13 refs. 


The authors tried promizole in 5 cases of tuberculous 
meningitis, but the treatment had no beneficial effects. 
Eleven children with acute miliary tuberculosis were then 
treated. Three had received treatment for less than 6 
months at the time of reporting, and it is considered 
premature to evaluate the results. Three were treated 
for less thana month. Of the remaining 5, 2 died, one of - 
meningitis after 44 months’ treatment, the other after 
7 weeks’ treatment; 3 children are alive and apparently 


‘free from miliary tuberculosis over 2 years after treatment 


was begun. In cases responding well to treatment lung 
mottling did not begin to diminish until 10 to 18 weeks 
after promizole was first administered. The initial dose 
was 1 g. daily, and this was increased slowly, checking 
with blood levels, until a daily dose of up to 5 g. was 
reached. A blood level of promizole of 2 to 3 mg. per 
100 ml. was aimed at, since apparent therapeutic effects 
were secured at this level. Several toxic effects were 
observed. One child after 9 days’ treatment showed a 
fall in haemoglobin to 8 g. per 100 ml. Cyanosis 
appeared as early as a few hours after ‘the first dose of 
promizole and was persistent in 2 children; methaemo- 
globin was found in the blood even when cyanosis was 
not noted clinically. There was a definite increase in 
size of the thyroid gland in all cases 2 to 5 months after 
the drug was started. The3 children treated for more than 
2 years all showed secondary sex characteristics. The 
authors plan to combine promizole with streptomycin in 
their next group of cases of miliary tuberculosis. 
M. Daniels 


See also Section Hygiene, Abstracts 386-7. 
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750. Two Cases of Spondylitis due to Brucellosis. 
(Deux cas de spondylite melitococcique) 

P. RAVAULT, L. BERTHIER, and G. VIGNON. Revue du 
Rhumatisme [Rev. Rhum.] 14, 332-333, Nov., 1947. 


It is suggested that in 2 patients, both agricultural 
workers, spondylitis was the only manifestation of 
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brucellosis. The first, a man aged 44, had lumbar pain for 
6 months accompanied at first by fever. He was found 
to have a rigid lumbar spine, with tenderness over D12 
andLl. A radiological examination revealed changes in 
the intervertebral disk, partial collapse and slight decalci- 
fication of the body of the twelfth dorsal vertebra, and 
osteophytes localized to the 2 affected vertebrae. The 
brucellosis-agglutination reaction was positive (1 in 
1,000). After treatment by x-ray therapy and para- 
vertebral injections the patient was discharged much 
improved with the agglutination reaction still positive 
(1 in 800). The second patient, a woman aged 50, had 
suffered a year previously from left sciatica for a month, 
followed a month later by right sciatica lasting for 
3 weeks and then by severe lumbar pain. The lumbar 
spine was stiff, with tenderness especially over L4. The 
brucellosis-agglutination reaction was positive (1 in 800). 
A radiological examination showed constriction of the 
disks between L2 and L3, and L4 and L5, with surround- 
ing bony reaction and localized osteophyte formation. 
Vaccine therapy, x-ray therapy, and local infiltration 
produced much relief. The condition has to be differen- 
tiated from tuberculosis, and it is suggested that the great 
osteophytic reaction is a distinguishing feature. The 
diagnosis is confirmed by the agglutination reaction. 
The prognosis is usually good. T. G. Reah 


751. Sequelae of Spondylitis and Sacro-iliac Arthritis 
due to Brucellosis. (Sequelles de spondylarthrite et de 
sacro-coxite melitococciques) 
C. Revue du Rhumatisme [Rev. Rhum.] 14, 
333-334, Nov., 1947. 1 fig. 


A case of spondylitis and sacro-iliac arthritis due to 
brucellosis is reported in a man of 72 years; it shows that 
the prognosis is not always favourable. The patient, 
4 years previously, had suffered from sacro-iliac pain and 
abscesses in both groins. The left abscess was aspirated 
several times but the right resolved without aspiration. 
He then developed stiffness of the back and the sacro-iliac 
pain persisted. A radiological examination revealed 
deformities of L1, L2, and L3 with osteophyte formation 
involving all the lumbar vertebrae, while the bodies of 
L3 and L4 had fused with disappearance of the inter- 
vertebral disk. The lumbo-sacral disk was preserved 
but was calcified in its posterior part. The left sacro- 
iliac joint was obliterated and the right almost com- 
pletely obliterated. The sequelae in this patient tend to 
prove that restoration to normal is only possible when 
the lesions are not too severe. [No mention is made of 
laboratory investigations of blood or pus.] 


T. G. Reah 


752. Radiological Features of Osteo-articular Lesions 
in Brucellosis. (Aspects radiologiques des localisations 
osteoarticulaires de la fi¢vre de Malte) 


P. BETOULIERES and A. MALEKI. Revue du Rhumatisme 
[Rev. Rhum.] 14, 327-331, Nov., 1947. 12 refs. 


The incidence of bone and jojnt lesions in undulant 
fever was noted in 200 cases. Fleeting joint pains were 
recorded in about 80%, but persistent localized lesions 


were present in 25% and radiological changes in about 
15%. The joints affected were: sacro-iliac 12, lumbar 
spine 10, cervical spine 2, hip 3, wrist 1. These lesions 
may occur at any stage of the disease but usually appear 
some months after the onset. Rarely, undulant fever may 
manifest itself solely as an arthritis. Clinically, the bone 
and joint lesions closely resemble those of tuber. 
culosis and the distinction may be difficult, but they 
develop and resolve with much greater rapidity. In the 
spine, osteophytes may form rapidly after an attack, 
even within a period of weeks, and may be associated 
with rapid decalcification of the vertebral bodies, while 
the process of calcification may extend to the ligaments, 
The lesions in 2 of the 3 patients whose hip-joints were 
affected closely resembled tuberculosis but both patients 
rapidly recovered, while in the third the joint capsule 
and ligaments became calcified with resulting complete 
ankylosis of the joint, although the articular space 
remained relatively well preserved. This condition may 
have been partly due to trophic changes, as the patient 
also had a paraplegia attributed to a brucellosis myelitis, 
T. G. Reah 


753. Evaluation of Methods of Treatment in Brucellosis, 
OWCHKAa HEKOTOPIX METOMOB 
6pyuenseza) 
1.A. TSHERVINSKI. Knunuueckan Mequuuua [Klin. Med., 
Mosk.] 25, 35-43, 1947. 


Eighty-eight patients with Brucella infections [type 
not stated] were treated by the author by 5 different 
methods at the Malaria and Parasitological Medical 
Institute at Rostov. 

(1) Ultraviolet irradiation was tried in 16 patients 
without striking success: The patients were given | to3 
courses of 20 to 25 irradiations [no further details given] 
and the time of observation varied from 2 to 20 months. 
(2) Twelve patients were treated without success with 
sulphanilamide by the oral route, the total dosage vary- 
ing between 40 and 250 g.; the period of observation 
was limited to from 3 to 11 months. (3) Vaccine therapy 
was used in 23 cases; 6 patients were considered to have 
been cured completely, 9 considerably improved, and 
8 treated unsuccessfully. Two of the more or less 
successfully treated cases were observed for 3 months, 
2 others for 7 months, and 11 for periods varying from 
1 to 8 years. The beneficial effect of vaccine treatment 
was shown by fall of temperature, diminution in size of 
spleen and liver, and improvement of affected joints. 
Of the successfully treated cases 10 had been given 
intravenous and 5 intramuscular injections. Seven 
of the unsuccessfully treated patients had had intra- 
venous and 1 had had intramuscular injections. From 
40 to 460 million organisms were given in the successfully 
treated and from 25 to 595 million organism in the un- 
successfully treated groups [further details regarding 
dosage are not supplied]. (4) Combined vaccine and 
sulphanilamide treatment was given to 11 patients; 
6 to 12 vaccine injections were administered intravenously 
and the total dose of sulphanilamide varied from 25 to 
186 g. Of the 9 successes claimed only 1 is described as 
cured, 3 could not be followed up for sufficiently long 
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periods, and 5 had occasional short relapses. Two cases 
showed no improvement over a period of 1 and 54 years 
respectively. (5) X-ray irradiation of spleen and liver 
was carried out in 26 cases. [The theoretical basis of this 
form of treatment is a supposed stimulation of the 
reticulo-endothelial system. Technical details are not 
given.] Seven of these patients are described as cured, 
follow-up periods varying from 2 to 9 years, and 4 as 
improved, after a follow-up period of 1 to 6 years. 
K. S. Zinnemann 


SPIROCHAETAL INFECTIONS 


754, A Complement Fixation Test for the Diagnosis of 
Relapsing Fever 

B. WOLSTENHOLME and J. H. S. Gear. ° Transactions of 
the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.] 41, 513-517, Jan., 1948. 
4 refs. 


A strain of Borrelia duttoni was established by the fol- 
lowing technique: 0-4 ml. of heart blood from a mouse 
infected from a human case was inoculated into 8 fertile 
eggs on the seventh day of incubation, the hole being then 
sealed. After incubation for 7 days at 37° C., the eggs 
were opened, and the blood vessels of the chorio-allantoic 
membrane were torn across and allowed to bleed into 
the allantoic fluid. The mixture contained plentiful 
spirochaetes, and 0-1 ml. was inoculated into further 
batches of eggs, and the strain was thus successfully 
established. Antigen was prepared .as_ follows: 
inoculated eggs were incubated for 6 to 8 days, and 
samples of the blood and allantoic-fluid mixture were 
examined for spirochaetes. Fluid containing 50 to 100 
spirochaetes per high-power field was centrifuged at 
1,000 revolutions per minute for 5 minutes. The super- 
natant fluid was removed and centrifuged at 2,000 
revolutions per minute for 3 hours, the spirochaetes 


forming a thin white sediment a: the bottom of the tube. | 


The supernatant allantoic fluid was removed and replaced 
by sterile normal saline containing 0-3% phenol, and an 
even suspension of spirochaetes was obtained by shaking. 
In performing the complement-fixation test, the sera were 
heated at 56° C. for 30 minutes, and serial dilutions made 
from 1 in 12-5 to 1 in 3,200; 0-1 ml. of each dilution 
was added to 0-1 ml. of 3 M.H.D. of guinea-pig comple- 
ment and 0-1 ml. of undiluted antigen, and the mixture 
shaken and placed in a water bath at 37° C. for 1 hour. 
Finally, 0-1 ml. of 3°{ washed sheep cells sensitized with 
6 M.H.D. of amboceptor was added to each and the 
whole incubated at 37° C. for half an hour. Sera from 
6 known cases of relapsing fever, 4 of which showed no 
spirochaetes at the time of test, gave positive results in 
titres ranging from 1 in 25 to 1 in 400; 24 normal sera 
were negative. Of 30 sera giving a strongly positive 
Wassermann reaction, one was anti-complementary, 4 
were positive in a titre of 1 in 12-5, and the remainder 
were negative. Serum from a case of typhus fever was 
Positive in a titre of 1 in 12-5, while sera from 6 patients 
with various diseases were negative. In one case of 
relapsing fever a significant rise of titre was found after a 
week, Titres of 1 in 25 and over are regarded as 
diagnostic. J. L. Markson 


755. Clinical Observations and Experimental Cases of 
Swineherd’s Disease. (Osservazioni cliniche e ricerche 
sperimentali su alcuni casi di malattia dei porcai) 

R. BoLoGNa. Giornale di Batteriologia e Immunologia 
[G. Batt. Immun.] 37, 399-408, Dec., 1947. 9 refs. 


Swineherd’s disease is relatively rare in Italy; 7 cases 
are described from Savoy in persons working with pigs. 
Changes were found in the cerebrospinal fluid and in 2 
there were meningeal symptoms. A rash was present 
in 4 cases. The author discusses the aetiology of the 
disease but does not bring forward any new evidence. 
Durand and his colleagues (C.R. Acad. Sci., Paris, 1936, 
203, 830, 957, 1032) showed that when blood was 
filtered through an L2 but not through an L3 candle 
the filtrate was infective for man, the incubation 
period being 7 to 14 days. In 1947 Gsell (Pr. méd., 
1945, 53, 525) suggested that swine fever was due to a 
leptospira, L. pomona, which was isolated from the 
blood. Similar leptospira were found in the urine of a 
healthy man. Sera from recovered cases are said to 
agglutinate the leptospira in a dilution above 1 in 1,000. 

[It is not impossible that more than one condition is 
being labelled swineherd’s disease merely because the 
illness occurs in those who deal with pigs.] 

G. M. Findlay 
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756. The Pre-erythrocytic Stage of Mammalian 
Malaria 

H. E. Suortr, P. C. C. GARNHAM, and B. MALAMos. 
British Medical Journal (Brit. med. J.] 1, 192-194, Jan. 31, 
1948. 4 figs., 15 refs. 


The authors briefly refer to studies of malaria of birds 
which established the existence of a stage of development 
of the parasites in tissue cells during the period between 
the injection of the sporozoites by the mosquito and the 
appearance of the merozoites in the erythrocytes—that 
is, in the prepatent period which usually corresponds 
more or less to the incubation period of the disease. 
This stage was called the pre-erythrocytic stage, and 
it seemed probable that the parasites of malaria in man 
and monkeys would also be found to undergo such a 
developmental stage. Fairley and his co-workers in 
Australia found:that after a man was bitten by infected 
mosquitoes his blood became infective to another person 
by inoculation, but for only about half an hour, and it 
regained its infectivity only when, after some days, 
malarial parasites appeared in it. Experiments with 
antimalarial drugs also suggested that there was a stagé 
of development outside the blood. Raffaele, in 1937, 
described bodies in smears of human bone marrow which 
he regarded as exo-erythrocytic forms of malarial para- 
sites [Plasmodium vivax; see also Dubin, Abstracts of 
World Medicine, 1948, 3, 444.] 

During recent years many investigations have been 
made in infections of monkeys with Plasmodium cyno- 
molgi, with the object of discovering an exo-erythrocytic 
stage of development, but hitherto without success; in 
the present paper the authors record the discovery of 
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these developmental forms. The experiments were 
carried out at the London School of Hygiene and 
Tropical Medicine. They allowed more than 1,000 
laboratory-bred mosquitoes (Anopheles maculipennis 
atroparvus) to feed on two rhesus monkeys [Macaca 
mulatta] infected with P. cynomolgi, one of which showed 
numerous gametocytes in its blood; the flies fed three 
times during 11 days and were then kept at 26° C. ina 
relative humidity of about 80%. Ten days later 20 of 
the mosquitoes were dissected and examined and all 
showed infected salivary glands; on the same day the 
576 surviving mosquitoes were allowed to feed on an 
uninfected (“* clean’) rhesus monkey, and over 500 fed. 
All were then ground up in 10 ml. of heparinized monkey 
plasma diluted with normal saline solution, and the 
suspension, which showed about 5 sporozoites per micro- 
scopical field (;*s-in. objective), was injected into the same 
monkey, half intraperitoneally and half intramuscularly. 
Seven days later the monkey was killed and smears and 
sections of many organs and tissues were made, while 
suspensions of organs in citrated saline, and peritoneal 
fluid and blood, were injected into “ clean’? monkeys 
intraperitoneaily and intramuscularly; all the monkeys 
have remained negative for (so far) a month. 

A section of the monkey’s liver showed unpigmented 
plasmodial masses undergoing schizogony, each mass 
containing about 200 to 300 particles of chromatin and 
vacuolated, blue-staining protoplasm with some indica- 
tions of merozoite formation. They appeared to have 
been originally within the parenchyma cells. They 
resembled, except in size, the early exo-erythrocytic 
stage of Hepatocystes (Plasmodium) kochi which was 
found by Garnham in the liver in several species of 
Cercopithecus monkeys (description in the Press) [pre- 
liminary note in Trans. R. Soc. trop. Med. Hyg., 1947, 
40, 719]; they also resembled, though less closely, the 
tissue phase of P. gallinaceum, a parasite of bird malaria. 
As P. cynomolgi so closely resembles P. vivax, the cause 
of benign tertian malaria, the authors feel sure that 
the pre-erythrocytic forms of the latter will be found in 
the liver. J. F. Corson 


757. Further Observations on Congenital Malaria. 
(Weitere Beobachtungen zur Frage der angeborenen 
Malaria) 

A. Eckstein. Annales Paediatrici [Ann. paediatr., 
Basel] 169, 381-403, Dec., 1947. 2 figs., 8 refs. 


The author reports 4 cases of congenital malaria, 
which raise the number of similar cases observed by him 
to 18. The difficulties in diagnosis of congenital 
malaria are mainly due to the peculiarities of the course 
of malaria in the neonatal period and in early infancy. 
Many workers consider that the diagnosis of congenital 
malaria is justified only when the parasites are found in 
the blood of the umbilical cord of the infant during the 
first days of life. This concept, based on the assumption 
of a fixed incubation period, is not accepted by the 
author, since a long incubation period may delay for 
months or even years the appearance of definite signs 
and symptoms. For this reason the following three 
points are considered important in the diagnosis: (1) 


_ years (1944-6); 
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The mother must be suffering from malaria. Of par. 
ticular importance are attacks during the last few months 
of pregnancy or immediately before or during labour, 
The plasmodia of mother and child must be of the same 
variety. (2) Presence of plasmodia in the blood of the 
infant during the neonatal period or during infancy, 
together with symptoms of malaria, with special regard to 
the clinical forms which are characteristic of infancy and 
which have been previously described by the author, 
(3) The infant must be living under conditions which 
exclude the possibility of a postnatal infection. This 
exclusion is usually possible during periods when the 
average temperature is below 15° C. and development of 
the parasites in the mosquito consequently stops. This 
last condition prevails during many months of the year 
in Ankara, where the author has been collecting his 
observations. He has thus been able to diagnose 
congenital malaria in at least 10 out of 25 infants with 
malaria in a residential nursery. He concludes by 
stressing the importance during pregnancy of intensive 
prophylaxis against malaria in endemic areas. The 
possibility of antenatal infection of the infant when the 
mother has a history of malaria should always be borne in 
mind, and doctors in endemic areas should become 
familiar with the peculiarities of malaria in infancy. 
S. Doxiadis 


758. On the Control of Malaria in Freetown, Sierra 
Leone. I. Plasmodium falciparum and Anopheles 
gambiae in Relation to Malaria Occurring in Infants 

G. A. WALTON. Annals of Tropical Medicine and 
Parasitology {Ann. trop. Med. Parasit.] 41, 380-407, Dec., 
1947. 7 figs., bibliography. 


The author records the results of an investigation in 
Freetown, Sierra Leone, carried out over 2 complete 
he attempted to measure accurately 
the incidence of malaria and to assess quantitatively the 
effect of antimalarial measures. The control policy 
adopted was to attack Anopheles gambiae, virtually the 
only malaria vector, mainly by “ temporary ”’ antilarval 
measures, hidden foci being located by means of numer- 
ous adult-catching stations which were sprayed down 
weekly with pyrethrum. The mosquitoes were collected 
on white sheets and the anophelines immediately 
examined for sporozoite infection of the salivary glands. 
By this method 3,000 rooms were examined and 2,350 
A. gambiae dissected. The proportion of A. gambiae 
infected fell from 5-1% in 1944 to 0-4% in 1945 as a result 
of the measures adopted, and between July, 1945, and 
September, 1946, only 1 infected anopheline was found 
amongst 610 captured. In the dry seasons A. gambiae 
were SO scarce as to preclude estimation of the infection 
rate. 

The risk of human infection was calculated by esti- 
mating the anopheline infective density, which was 
found to be 0-07 infective A. gambiae per room in the 
18 months. Since the average number of persons per 
room was 2 and anophelines feed approximately of 
alternate nights, only one person in 56 would receive aa 
infected bite during the 18 months. Comparison with 
1931 results indicated that during the earlier survey there 
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were 430 times as many infected bites distributed per 
room per year. 

Examination of infants revealed that only Plasmodium 
falciparum was of importance, and that in infected 
children the infection rate showed an increase associated 
with age until 2 years, when stability was reached at 
about 6%. An attempt was made to correlate the ano- 
pheline infective density with the parasite rate of infants, 
but the latter proved considerably higher than might be 
expected from the distribution of infective bites. It 
was considered that a large proportion of the infections 
were contracted during visits outside the area of malaria 
control, and that no further improvement in results 
could be obtained without great expansion of the control 
area. A parasite index of 5% was found to result when 
1 out of 4 infants was infected in an 18-month period, 
which may be contrasted with the figure of 84% for the 
same area in 1931. The mean duration of infection in 
13. infected infants was 3-15 months. Temperatures 
above 99° F. (37-2° C.) were found 35 times in 60 examina- 
tions of infected children and above 100° F. (37-8° C.) in 
6 cases; no pyrexia was found in 8 of 37 infants during 
the course of infection. These results were compared 
with lower figures recorded for 1926, and it is suggested 
that decreased malaria transmission produced slower 
development of immunity and a sharper reaction. Since 
the intensity of infection is low soon after birth and 
thereafter increases until the age of 14 to 15 months, the 
theory is advanced that passive immunity is present at 
birth and subsequently declines as susceptibility increases ; 
a high intensity of infection follows and becomes less as 
active immunity develops. The incidence of congenital 
malaria was investigated among 2,154 infants examined 
immediately after birth; 7 (0-32%) were infected and in 
some cases had high parasite counts. 

A formula is given for calculating the risk of con- 
tracting malaria based on a theoretical estimate of the 
mean number of infective bites per person per year. The 
calculated parasite index was found to agree closely with 
the indices noted by various workers in this survey and 
previous surveys in Freetown. T. H. Davey 


759. Studies on Liver Damage in Acute Malaria 

J. KLEEBERG and D. BiRNBAUM. Transactions of the 

Royal Society of Tropical Medicine and Hygiene [Trans. 

~ trop. Med. Hyg.] 41, 555-566, Jan., 1948. 4 figs., 
refs. 


Forty cases of Plasmodium vivax and 56 cases of P. 
falciparum malaria were investigated under field condi- 
tions. The Weltmann reaction (We.R.), red cell and 
reticulocyte counts, haemolysis in bile solution, cephalin- 
cholesterol flocculation test (C.F.T.), Chorine test, and 
cholesterol examinations were carried out. About 20% 
of the patients were Arabs who lived in hyperendemic 
villages, while others lived in malaria-free areas but 
were infected in malarial districts. The results, shown 
graphically, indicate that in 65 cases the We.R. showed a 
shift to the right, while in 30 it was normal. With 
coagulation in tubes 6 and 7 in the We.R., haemolysis 
in benign tertian (B.T.) malaria occurred after 3-1 and 


3 hours, and in malignant tertian (M.T.) malaria after 
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3 and 3-2 hours; with coagulation in tubes 7 and 8 
significant differences occurred in M.T. and B.T. malaria; 
and with coagulation in tubes 8 and 9 a significant 
difference occurred only with B.T. malaria. In all 
patients with anaemia the We.R. showed a shift to the 
right, but the converse was not invariably true. Anaemia 
could be correlated with increased sensitivity to the lytic 
solution. In 11 B.T. and 10 M.T. cases the We.R. 
showed no significant change after quinine or mepacrine 
treatment. Of 65 malaria patients in which the We.R. 
showed a shift to the right 33 had hepatic enlargement; 
of 30 patients with a normal We.R. this figure was 7. 
The We.R. was not influenced by splenomegaly. In 
5 out of 16 “ healthy ”’ patients in a hyperendemic area 
the We.R. showed a shift to the right, and these were 
anaemic, with increased sensitivity of their blood to 
lysis. A comparison between the We.R. and C.F.T. is 
made in 16 cases. The results were inconclusive. The 
normal ratio of free to esterified cholesterol is 1 : 2-6 
to 1:3. Most ofthe malaria patients showed a decrease 
in this ratio, the range being from 1 : 0-2 to 1:2. No 
correlation, however, was found between the rate of this 
decrease and the We.R., red cell count, haemolysis 
determination, and C.F.T., nor was any correlation 
found between these findings and the total cholesterol 
values. With the globulin-flocculation test of Chorine, 
positive results were obtained not infrequently with a 
normal We.R. The Weltmann reaction is said to depend 
on alteration in the serum globulin and is thus a test of 
liver function, the abnormal results in malaria being due 
mainly to liver damage. Lack of correlation between 
the various tests employed is attributed to impairment of 
different functions of the liver. The importance of early 
diagnosis and treatment of malaria is stressed in relation 
to the prevention of liver damage, and it is suggested that 
a study of the coagulation band of the Weltmann reaction 
may be helpful in differentiating malaria from other acute 
infections. 

[The finding of a shift to the right in 5 out of 16 
“normals” from a hyperendemic area indicates the 
need for more controls. The lengthened coagulation 
band may have been present before the attack of malaria. 
The differentiation of acute inflammatory conditions 
from malaria would seem to be more reliably assisted by 
such procedures as a differential leucocyte count.] 

J. L. Markson 


760. The Technique of Testing Chemotherapeutic 
Action on Plasmodium gallinaceum 
I. M. Tonkin and F. Hawkinc. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.] 
2, 221-233, Dec., 1947. 3 figs., 7 refs. 


A careful investigation was made, in trophozoite and 
sporozoite induced infections of Plasmodium gallinaceum 
in chicks, of the best method of dosage with different 
chemotherapeutic compounds. The activity of the com- 
pounds was judged by the reduction of parasitaemia to a 
low level and measurements were made as well of the 
blood concentrations obtained. 

In the most satisfactory method treatment was given 
for 4 days. For trophozoite infections induced by 
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intravenous injection of about 10’ parasitized cells per 
chick of 60 to 80 g. body weight, the response was read 
as the percentage of parasitized erythrocytes on the fifth 
day: the minimum effective (therapeutic) dose was the 
lowest dose which reduced the parasitaemia to less than 
2%. For sporozoite infections induced by the intra- 
venous inoculation of the supernatant from a suspension 
of salivary glands equivalent to one infected mosquito 
per chick, the minimum effective (prophylactic) dose was 
determined which reduced the parasitaemia to less than 
2% on the seventh to ninth day. Since few compounds 
are effective prophylactically some assessment can be 
made also by noting the delay in the appearance of the 
parasites. The antimalarial activity, therapeutic or 
prophylactic, was compared with the toxicity as deter- 
mined by the maximum tolerated dose for mice, admini- 
stered orally twice daily for 4 days. On the one hand, 
quinine, mepacrine, and pamaquin each exerted a 
maximum effect in trophozoite-induced infections when 
the dosage was concentrated into the first 2 days of treat- 
ment, while on the other hand sulphadiazine exerted its 
maximum effect when treatment was given over 4 days. 
The therapeutic response obtained with all the compounds 
was proportional to the dose rather than to the plasma 
concentration, because an eightfold increase in the dose 
produced only a twofold increase in the concentration in 
the blood. R. Wien 


761. Studies on Synthetic Antimalarial Drugs. XIX. 
The Effect of Therapeutic Courses of Paludrine on the 
Relapse-rate of Vivax Malaria 

W. H. Horner ANDREWS, D. GALL, and B. G. 
MAEGRAITH. Annals of Tropical Medicine and Parasito- 
logy [Ann. trop. Med. Parasit.] 41, 375-379, Dec., 1947. 
1 fig., 3 refs. 


This paper deals with the relapse rate of vivax malaria 
after certain “ paludrine’’ dosage regimes. The first 
section reports the results of a standard therapeutic 
course of mepacrine and of two different courses of 
paludrine: (1) mepacrine 200 mg. thrice daily for two 
days, followed by 100 mg. thrice daily for 10 days; 
(2) paludrine, 500 mg. twice a day for 14 days; (3) 50 mg. 
twice a day for 14 days. All cases treated had parasites 
in the peripheral blood and with the exception of 14 were 
from the fronts in India, Burma, and Malaya. No 
treatment was given until it was evident that the attack 
- was not immediately self-limiting. Of 105 patients 92 
were studied for a period of six months after treatment. 
Parasites were found to persist in the blood for a mean 
period of 3-2 days when paludrine was given, compared 
with 2-0 days when mepacrine was given. The relapse 
rates of the two groups on paludrine were not significantly 
different from each other or from the mepacrine control 
group. 

The second section deals with the effect on the relapse 
rate of a single dose of paludrine given on diagnosis 
(varying from 10 to 300 mg., but usually the higher dose), 
and followed by 100 mg. weekly for six calendar months. 
On discharge patients were given report cards and 
microscope slides with instructions for making thick blood 
films in the event of a relapse. All cases were followed up 
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for at least a year. The cases were similar to thoy 
reported in the first section. Of the 93 original patiens 
6 failed to keep in contact, 1 relapsed while on the 

dose of paludrine, and 86 remained free of malaria 
while on the drug. After cessation of paludrine 7 
patients kept in touch with the authors, and of theg 
11 relapsed within six months while 4 relapsed over giy 
months later. Two additional clinical relapses wer 
noted. It was concluded that paludrine in doses of 
100 mg. weekly does not eradicate vivax infections dy 
to strains from the Far East. The relapse rate is higher 
than that following quinine and pamaquin, but is signi. 
ficantly lower than after the treatment described in the 
first section. T. H. Davey 


762. Observations on the Action of Paludrine 
Malarial Parasites 

M. J. MACKERRAS and Q, N. ErRcoLe. Transactions of 
the Royal Society of pical Medicine and Hygien 
[Trans. R. Soc. trop. Med. Hyg.} 41, 365-376, Dec., 1947, 
2 figs., 4 refs. 


When “ paludrine ”’ was given to patients infected with 
Plasmodium vivax a lethal action was exerted upon the 
dividing nucleus of the malaria parasite, which is rapidly 
destroyed. Paludrine does not directly prevent th 
formation of gametocytes or destroy those already 
formed; it does not prevent fertilization in the gut of the 
mosquito. Gametocytes taken up by mosquitoes may 
even reach the stage of encystment but they then die 
owing to the persistent effect of the paludrine taken up 
in the blood of the patient. Similar effects are observed 
with P. falciparum. In the presence of paludrine gameto- 
cytes can be formed; they persist in the blood, undergo 
fertilization in the mosquito, and reach the stage of en- 
cystment, but development ceases at that point. Com- 
plete sterilization of the infection occurs in mosquitoes 
fed on a patient 1 hour after a dose of 0-1 g. However, 
paludrine produces no irreversible change in the gameto- 
cytes, for after the paludrine has been excreted from the 
blood the gametocytes may regain their infectivity. 
Paludrine exerts a similar effect on the early schizonts of 
P. malariae, although these are somewhat less sensitive 


.than those of the other two species of malaria. 


F. Hawking 


763. The Intravenous Administration of Atabrine in 
Falciparum Malaria 

T. E. MACHELLA, L. J. KIMMELMAN, and R. A. LEWS. 
Bulletin of the United States Army Medical Department 
[Bull. U.S. Army med. Dept.] 7, 1009-1021, Dec., 1947. 
10 refs. 


It has usually been thought that mepacrine injected intra 
venously was toxic and was not superior to quinine in its 
antimalarial action. The effect of intravenous injections 
of from 0-4 to 1 g. of mepacrine hydrochloride has been 
studied in 75 patients with severe falciparum infections: 
8 were suffering from cerebral malaria. No patient died 
and only 2 showed psychotic symptoms, associated in one 
with a convulsive seizure. Mepacrine hydrochloride was 
superior to quinine and to SN 6911 [a 4-amino quinoline, 
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the 3-methyl derivative of chloroquine]. The mepacrine 
must be dissolved in 1,000 ml. of physiological saline and 
the intravenous infusion should take between 3 and 4 
hours. G. M. Findlay 


764. Studies in Antimalarials: Sulphabiguanide Deriva- 


tives 
H.L. B. H. Iver, and P.C.Guna. Current Science 
(Curr. Sci.] 17, 90, March, 1948. 5 refs. 


Eighteen substituted sulphaguanidines have been 
prepared having different aryl substituents at the N’ 
position of the biguanidine residue. These compounds 
have anti-malarial action but show a very feeble tendency 
to chelation. This does not support the theory put 
forward by Curd and Rose (Nature, 1946, 158, 707) that 
paludrine acts by forming complexes with metallic ions 
in the malarial parasite (chelation). G. M. Findlay 


TRYPANOSOMIASIS 


765. Notes on the Curative and Preventive Action of 
Propamidine. (Notes sur l’action curative et préventive 
de la propamidine) 

L. vAN Hoor, C. HENRARD, and E. Peet. Annales de la 
Société Belge de Médecine Tropicale [Ann. Soc. belge 
Med. trop.] 27, 257-263, June 30, 1947. 4 refs. 


“Propamidine” [4,4’-diamidino - 1,3-diphenoxypro- 
pane] has approximately the same therapeutic action on 
trypanosomes as has “ pentamidine”’ [4,4’-diamidino- 
diphenoxypentane] which the author and his colleagues 
have tested in infections of laboratory animals and man 
[Trans. R. Soc. trop. Med. Hyg., 1944, 37, 271; 1946, 
39, 327; Ann. Soc. belge Méd. trop., 1946, 26, 371]. 

Doses of 1 to 2 mg. per kg. body weight daily, the total 
dose not exeteding 25 mg. per kg., were injected intra- 
muscularly into hospital patients with Gambian sleeping 
sickness at Leopoldville, Belgian Congo. Five patients 
in the early stage of the disease who were treated in 1943 
have not relapsed; others in a more advanced stage, 
with altered cerebrospinal fluid, showed little or no 
improvement. The authors noted that after a dose of 
1 mg. per kg. trypanosomes did not disappear from the 
peripheral circulation for 48 to 70 hours. The immediate 
toxic effects associated with fall in blood pressure, 
observed after intravenous injection of propamidine 
and pentamidine, do not occur after intramuscular 
injection, and with this method doses of 3 mg. per kg. 
of the bi-hydrochloride and 5 mg. per kg. of the ise- 
thionate are well borne. In some patients somnolence 
and some prostration occurred a few hours after the 
injection; the most serious effect, abortion, was reported 
by Eeraerts [see Abstract 766]. 

Various doses were tried in guinea-pigs and it was found 
that 2 mg. per kg. cured recent infections and 3 to 5 mg. 
per kg. was well borne. Prophylactic experiments gave 
results similar to those previously obtained with pentami- 
dine. To avoid the possible confusing effect of im- 
munization through repeated bites of infective tsetse 
flies used in the experiments, single doses of propamidine 
and single bites or inoculations were used; protection 


after inoculation lasted for 20 to 50 days and after tsetse 
fly bites for 21 to 110 days. 

A single dose of 5 mg. per kg. was recommended 
for practical administrative reasons, and field trials were 
made in various provinces of the Belgian Congo; al- 
together 23,459 persons were submitted to the tests. 
The results so far are satisfactory; Eeraerts [see Abstract 
766], who gave 2 injections at an interval of 6 months 
to 8,000 people, found no new cases up to 18 months 
[8 months ?] and Claessens also saw no new cases among 
4,000 persons up to 6 months after injection. The 
authors mention some of the difficulties in judging the 
results. Infected persons must be treated so that the 
human source of trypanosomes available to the tsetse 
flies decreases greatly; therefore some people should 
not be given the prophylactic dose but used as controls. 
Some infected persons may be included, in spite of careful 
examination, among the apparently healthy and may 
receive a prophylactic injection and afterwards be 
regarded as newly infected. J. F. Corson 


766. Propamidine as a Preventive in Two Centres of 
Human Trypanosomiasis in the Belgian Congo. (Le 
propamidine comme préventif dans deux foyers de 
trypanosomiase humaine au Congo Belge) 

W. Eeraerts. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.] 27, 201-206, 
June 30, 1947. 


[4,4’-diamidino- 1,3 -diphenoxypro- 
pane] was tried as a prophylactic against Gambian 
sleeping sickness in a field experiment in two adjoining 
old sleeping sickness foci, Muzengo and Mwela-Lembwa, 
in the Belgian Congo. 

The native inhabitants were examined for evidence of 
trypanosomiasis, and all those who appeared to be free 
from infection were given an intramuscular injection of 
propamidine followed by a second injection 6 months 
later; the dose was about 5 mg. per kg. body weight 
in 4% aqueous solution. Over 2,000 people in Muzengo 
and over 5,000 in Mwela-Lembwa received the injections, 
the former in July, 1945, and January, 1946, the latter in 
August, 1945, and February, 1946; they were after- 
wards examined by thick blood films, lymph-node 
puncture, and sometimes lumbar puncture at intervals of 
some months. In Muzengo 4 new cases were discovered 
at the preliminary examination before the first injection; 
half the population were again examined after 2 months, 
the other half after 4 months, and all after 6 months, 
before the second injection; no new cases were found. 
Further examinations in May and October, 1946, revealed 
no new infections, but 2 persons who had failed to 
receive any injections became infected. In Mwvwela- 
Lembwa, before the first injection in August, 1945, the 
general infection rate (new cases) was 3-49%, while in 
one village it was 28-5%. No new cases were found at 
the examinations in November, 1945, and February and 
June, 1946, but in November, 1946—9 months after the 
second injection—5S new cases among those who had 
received injections were discovered. The author con- 
cludes that protection lasts for about 6 to 8 months. 

The drug produced very few and slight toxic symptoms 
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except in pregnant women, in a considerable proportion 
of whom the dose of 5 mg. per kg. caused abortion; 
shortly after the injection severe pain due to strong uterine 
contractions was felt in the lower abdomen. Various 


doses were tried and it was concluded that, although. 


individuals differed greatly, it was not safe to exceed a 
dose of 2-5 mg. per kg. for pregnant women. The 
injections were practically painless, though some ex- 
perienced pain and difficulty in walking for a day or two 
after an injection; albuminuria occurred rarely and 
glycosuria was never observed. The author discusses the 
mechanism of the prophylactic action and suggests 
that the drug is retained in the body long enough to 
provoke the formation of antibodies through stimulation 
of the reticulo-endothelial system. The question of the 
possible occurrence of masked infections due to the action 
of the drug is reserved for a future paper. [See also 
Abstract 765.] J. F. Corson 


HELMINTH INFECTIONS 


767. Cerebral Granuloma Due to Schistosomiasis 

T. CHANG, G. W. SmitH, F. R. RIESENMAN, and E. F. 
Aston. Journal of the American Medical Association 
[J. Amer. med. Ass.] 136, 230-238, Jan. 24, 1948. 7 figs., 
25 refs. 


After a review of the literature on cerebral schistoso- 
miasis, the authors describe 4 cases due to the ova of 
Schistosoma japonicum. These cases presented the 
clinical picture of a tumour in a cerebral hemisphere in 
patients who had served in endemic zones, but who, 
except for the passage of ova in the stools of one patient, 
showed no other evidence of schistosomiasis. The 
lesion was situated in the left hemisphere in 3 cases, and 
was located by encephalography. Craniotomy, carried 
out in all cases, revealed granulomatous masses consisting 
of large numbers of yellowish nodules ranging in dia- 
meter from a pin-point to 2-5 mm. Removal of these 
masses and subsequent treatment with stibophen 
resulted in recovery in all 4 cases, with some residual 
paralysis and aphasia in 2. Microscopically, the 
granulomata showed eggs of S. japonicum surrounded by 
inflammatory cell reaction, necrosis, and fibrosis in 
varying degrees. The authors state that schistosomiasis 
of the brain should be considered in obscure neurological 
cases, especially with a history of residence in an endemic 
zone. Theories of the pathogenesis of cerebral schistoso- 
miasis are discussed, and craniotomy combined with 
chemotherapy is recommended in the treatment of this 
condition. Antimony potassium tartrate is considered 
to be the most satisfactory drug. J. L. Markson 


768. In Which Part of the Intestinal Canal is the Fish 
Tapeworm Found? A Questionnaire. Diphyllobothrium 
latum and Pernicious Anemia. IX. [In English] 
B. voN BonsporFF. Acta Medica Scandinavica [Acta 
med. scand.] 129, 142-155, Nov. 5, 1947. 4 refs. 


Experiences from abdominal operations and from 
necropsies show that Diphyllobothrium latum is most 


frequently found in the ileum, rarely in the jejunum, ang 
sometimes (by chance?) in the colon. The worm cap 
also develop in the gall-bladder. Sometimes it appear, 
that the tapeworm gives rise to intestinal obstruction, 
Tapeworm-vomiting is a characteristic in the sympto. 
matology of the worm disease that has hitherto been 
neglected. The vomited worm can be as long as severa| 
metres. The attack can be very sudden and associated 
with collapse, severe pains, and a feeling of suffocation, 
Such conditions have (before the vomiting) been confused 
with perforation of a peptic ulcer, gall-stone colic, 
intestinal obstruction, and appendicitis. Among tape. 
worm-carriers who had vomited worm, anaemia has been 
diagnosed more often than among tapeworm patients jp 
general. It is possible that in many cases the vomiting 
may be assumed to indicate that the worm is to be found 
in the upper part of the small intestines.—{Author’s 
summary.] 


769. Filariasis in American Armed Forces in World 
War II 

W. B. WARTMAN. Medicine (Medicine, Baltimore] 2%, 
333-394, Dec., 1947. 33 figs., 55 refs. 


In the 1939-45 war over 10,000 cases of “* filariasis” 
were diagnosed among U.S. Navy personnel in the S.W. 
Pacific, but Army figures are not available. Patho- 
logical material from 64 of these cases has been studied 
at the Army Institute of Pathology, Washington. The 
only filaria found was Wuchereria bancrofti, presumably 
of a non-periodic variety. The only transmitter im- 
plicated was Aédes scutellaria pseudoscutellaris (A, 
variegatus). The incubation period for most cases was 
5 to 18 months, the shortest being 1 month, and the 
longest 30 months. Adult worms were found in lymph 
nodes as early as 3 months after the first possible ex- 
posure. The early symptoms of filariasis undoubtedly 
conform to the condition locally called ‘* mumu”. 
They are held to be due to the presence of the filaria and 
not to secondary bacterial infection, which was hardly 
ever seen in white patients. The genitalia, excluding the 
penis, were the commonest site of initial signs. Sub 
jective symptoms were followed by swelling of the 
spermatic cord, testis, epididymis, and scrotum. When 
the limbs were affected allergic skin manifestations were 
soon followed by swelling and lymphangitis. No 
evidence of sterility or permanent loss of potency other 
than of a psychological nature, was noted. Diagnosis 
was usually made on clinical grounds, and microfilariae 
were rarely found in the peripheral blood. Among 
the local inhabitants they were, however, present, mainly 
in males between the ages of 20 and 25, of whom up to 
50% harboured them. The skin test, with suitable 
antigens and adequate controls, was helpful, but not 
reliable in individual cases. Pathological sections of 
biopsy material from lymph nodes show the eosinophilic 
reaction around adult worms, and prove that symptoms 
are caused by live worms and not necessarily those that 
are dying or dead. There are no records of specific 
treatment. Symptoms disappeared within 20 months of 
evacuation, and prognosis was good. 

Clement Chesterman 
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710. Rheumatic Stigmata in the Endocardium and 
Myocardium of Apparently Non-rheumatic Hearts. 
(Estigmas reumaticos en el endocardio y en el miocardio 
de corazones aparentemente no reumaticos) 

R. BARAHONA and M. Gorena. Prensa Médica Argen- 
tina [Prensa méd. argent.) 34, 2363-2373, and 2407-2413, 
Dec. 12 and 19, 1947. 20 figs., 53 refs. 


Valvular tissues of 30 rheumatic and 200 apparently 
non-rheumatic hearts were examined macroscopically 
and microscopically for rheumatic changes and the 
results are presented in the light of the extensively quoted 
literature on the subject. The first problem demanding 
solution was whether the vascularization of the fibro- 
elastic layer of the valvular cusps found in apparently 
non-rheumatic hearts represented a result of a patho- 
logical process or was a normal occurrence. In this 
100-year-old controversy textbooks and monographs are 
divided. Wearn and Moritz (Amer. Heart J., 1937, 
13, 7) found endocardial valvular vessels in 84% of cases, 
thus concluding that their occurrence was normal, but 
this figure included also fibro-elastic layers proximal to 
the myocardium, where the fact of vascularization is 
not contested. Gross (Amer. Heart J., 1937, 13, 275) 
found valvular vessels in 18% of 700 non-rheumatic 
hearts. Recently, Cauwelaert (Rev. sud-amer. Morf., 
1945, 3, 173) found—with an imperfect technique— 
vascularization in 12% of cases and maintains, as does 
Koletsky (Amer. J. Path., 1946, 129, 351), that it is a 
pathological phenomenon. This is confirmed by the 
authors, who injected the coronary arteries with a 10% 
solution of coloured gelatin at 36° C. and found vessels in 
the fibro-elastic layer of one or more valvular cusps in 
all the rheumatic hearts and in 43 (21-5%) of the non- 
rheumatic hearts. A careful microscopical study of the 
affected cusps showed in all of them evident signs of an 
active or cicatrized inflammatory process, such as inter- 
stitial and perivascular exudative and productive pheno- 
mena, affecting both the fibro-elastic layer and the sub- 
jacent myocardium. The Aschoff—Geipel granuloma 
was found in 30% of rheumatic hearts and in 7% of non- 
rheumatic ones. Out of the remaining 157 cases, not 
presenting valvular vascularization, rheumatic stigmata 
were found in the myocardium in 37 cases (24%). Thus 
the apparently non-rheumatic hearts of 80 (43+37) 
individuals out of 200, or 40%, show signs of an active 
or healed rheumatic myocarditis, and 21-5% of them also 
present signs of endocarditis. The obvious conclusion 
is that the rheumatic affection is much more common than 
would appear from the clinical signs. A. Lilker 


771. Experimental Serum Carditis and its Relationship 

to Rheumatic Fever 

E. F. McKeown. Journal of Pathology and Bacterio- 

rr [J. Path. Bact.] 59, 547-555, Oct., 1947. 15 figs., 
refs. 


It has been reported by other workers that cellular 


infiltrations in the heart like those of rheumatic carditis . 


have been found in 2 fatal cases of serum sickness; 
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and that polyarteritis, like the occasional polyarteritis 
nodosa which may complicate rheumatic fever, may be a 
result of sensitization, cardiac lesions, which show many 
of the histological characters of the rheumatic lesion, 
being also found in the experimentally sensitized animals. 
The work here reported is an attempt to verify these 
experimental observations. 

Rabbits were given 10 ml. of horse serum per kg. body 
weight intravenously or intraperitoneally; 17 days later 
1 ml. of serum was injected intravenously to absorb 
circulating antibody; 2 days later the initial dose of 
serum was repeated; 1 week later, and in some instances 
after longer intervals, the animals were killed. The 
vascular lesions described could be found after a single 
injection of serum, but were more widespread in animals 
receiving a second dose. They were present in 88% of the 
animals; the coronary arteries were most often affected. 
The histological appearances of an _ inflammatory 
exudate surrounding and infiltrating the vessel are fully 
described. 

Small granulomata closely resembling the Aschoff 
nodule of rheumatic fever were often found in the myo- 
cardium. Inflammatory nodules were also found in the 
endocardium, leading to fibrotic thickening. Similar 
lesions were found in the mitral valve and valve ring, less 
frequently in the aortic and tricuspid valves, and never in 
the pulmonary valve. The author believes that in 
histological structure and in site these experimental 
lesions are identical with those of rheumatic fever, and 


_ concludes that hypersensitivity is probably the essential 


mechanism in the production of the rheumatic lesion. 
Kenneth Stone 


772. Experimental Studies of the Pathogenesis of Acute 
Rheumatism. (Experimentelle Studien iiber die Patho- 
genese des fieberhaften Rheumatismus (Polyarthritis 
acuta rheumatica)) 

P. A. CAveLti. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 78, 83-85, Jan. 31, 1948. 
13 refs. 


The previous literature on the experimental production 
of antigens in animals is briefly reviewed. The author 
describes his own experimental work, in which rats and 
rabbits were innoculated intraperitoneally with a mixture 
of f£-haemolytic streptococci and an extract of heart, 
connective tissue, or skeletal muscle of their own species. 
The streptococci, which were killed and belonged to the 
NY 5 strain, were of Group A serologically. Full 
technical details are given. Auto-antibodies could be 
demonstrated in 45 to 85% of cases, the titre varying 
from 1 in 40 to 1 in 280. These were usually present 
after a week, approximately 10 injections having been 
given. Animals which had been treated with streptococci 
or tissue extracts alone failed to show the formation of 
auto-antibodies. The rats were killed after 1 to 120 
days and histological examination was carried out. 
There was clear evidence of both myocarditis and endo- 
carditis, the valves of the left heart, especially the mitral, 
being most frequently affected. The significance of 
these findings and their relation to the pathogenesis of 
acute rheumatism are discussed. Harold Jarvis 
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History of Medicine 


773. Antonio Valsalva—Pioneer in Applied Anatomy— 
1666-1723 

W. A. Weis. Laryngoscope (Laryngoscope, St. Louis] 
58, 105-117, Feb., 1948. 1 fig. 


The average ear specialist, familiar with what is known 
as “* Valsalva’s method ”’, is probably unaware that it was 
originated by a man who lived 250 years ago, before the 
days of specialism. The anatomist Antonio Maria 
Valsalva was one of the most assiduous dissectors that 
ever lived and devoted particular attention to the heart 
(Valsalva’s sinus) and the ear (Valsalva’s experiment, 
manoeuvre, method, test). There have been many 
famous teacher-pupil relationships in ‘the history of 
medicine, but none so striking as that which bound 
together Valsalva and his equally famous pupil Giovanni 
Morgagni. To the latter we owe the Latin edition of 
Valsalva’s life and works (two volumes, 1740), in which 
Morgagni expressed his unbounded admiration for the 
character and abilities of his master and acknowledged 
his indebtedness to him for that kind of pathological 
outlook for which he himself has gained such renown. 

Of noble birth, Valsalva was born in Imola (Romagna) 
on Feb. 6, 1666. After early instruction from the 
Jesuits he was sent to Bologna University, where he 
studied philosophy, mathematics, and botany before 
taking up medicine. Here he became the favourite pupil 


and later the associate of Marcello Malpighi, then 


professor of anatomy at Bologna. Graduating in 1687, 
he performed a successful nephrectomy on a dog in the 
same year. Determined to complete the study of the 
ear begun by Eustachio and Fallopio he spent 16 years 
perfecting his knowledge of that organ and dissected 
1,000 heads before publishing his results in his De Aure 
Humana (1704). In this work he initiated the present 
division of the organ of hearing into external, middle, and 
internal, described for the first time the muscles of the 
auricle and of the Eustachian tube, stressing the import- 
ance of the latter as a source of defective hearing, and 
gave the first clear demonstration of the connexion of 
the middle ear with contiguous structures and its relation 
to the cranial cavity. He erred with his contemporaries 
in considering middle-ear suppuration as a_ sequel 
and not an antecedent of cerebral suppuration, but 
originated a method, named after him, of treating middle- 
ear trouble by forcing air into the middle ear by way of 
the tube. He was the first to recognize the chain of 
. ossicles as a medium for the transmission of sound, and 
partially anticipated the Helmholtz theory of hearing; 
but most remarkable of all was his observation of stapes 
ankylosis and his recognition of it as the cause of deafness 
in one of his own cases. This is the first record of typical 
otosclerosis and antedates Toynbee (1857) and Moos 
(1861) by more than 150 years. In 1705, probably 
owing to the merit of this work, Valsalva was appointed 
professor of anatomy at Bologna University and shortly 
afterwards physician to the Hospital of the Incurables. 


A skilful surgeon and an able physician, he seems to 
have been consulted by a number of civic bodies op 
matters of public hygiene, and he anticipated Pinej 
(1745-1826) in his advocacy of humane treatment for the 
insane. He was married in 1710 to Helena Linia and had 
two sons, who predeceased him, and three daughters, 
He died on Feb. 2, 1723, after an attack of apoplexy. 
F. N. L. Poynter 


774. The Simultaneous Discovery of Rectal Anesthesia 
by Marc Dupuy and Nikolai Ivanovich Pirogofit 

C. PRosKAUER. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.| 2, 379-384, Summer, 
1947. 8 refs. 


The introduction of rectal anaesthesia is ascribed by 
most authorities solely to Pirogoff (1847), the man who 
later became Russia’s greatest military surgeon, but 
evidence is presented in this paper which shows that he 
was preceded by Marc Dupuy, a young French interne, 

On March 16, 1847, exactly 6 months after the first 
public demonstration of ether narcosis by Morton, 
Dupuy’s paper, Note sur les effets de Tl injection de 
l’éther dans le rectum, was read before the Commission 
de l’Ether of the Académie Nationale de Médecine, Paris, 
This paper, which gives details of animal experiments 
carried out by Dupuy and leaves no doubt that he was 
able to induce anaesthesia solely by the administration of 
ether per rectum, was reported in Union Médicale, 1841, 
1, 34. Three weeks later Magendie laid this work of 
Dupuy, somewhat further developed, before the Com- 
mission de l’Ether of the Académie des Sciences; this is 
reported in C. R. Acad. Sci., Paris, 1847, 24,605. By this 
time Dupuy was satisfied that ether administered through 
the anus was absorbed rapidly, produced total insensi- 
bility and was safer than inhalation anaesthesia. 

On April 27, 1847, Pirogoff, then professor at the 
Imperial Academy of Surgery, St. Petersburg, submitted 
to the Académie Nationale de Médecine in Paris a letter 
Sur l'administration de la vapeur d’éther par le rectum. 
Eight days later this was read again at a session of the 
Ether Commission of the Académie des Sciences, this 
time under the title Nouveau procédé pour produire au 
moyen de la vapeur d’éther, Il’ insensibilité chez les individus 
soumis a@ des opérations chirurgicales (C.R. Acad. Sci. 
Paris, 1847, 24, 789). Like Dupuy, Pirogoff found that 
ether administered per rectum had several advantages 
over inhaled ether. Later in the same year Pirogoff’s 
book Recherches pratiques et physiologiques sur I’éthérisa- 
tion was published in St. Petersburg. 

It is natural that Pirogoff, even then a noted surgeon, 
should have had every facility for applying clinically this 
method of producing anaesthesia. His success became 
known throughout the medical world, while Dupuy 
seems not to have proceeded further, for he published no 
more, and to-day no biographical lexicon has anything to 
say about his life or achievements. L. T. Morton 
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